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(57) Abstract 

A method of inhibiting adenosine kinase by administering one of more compounds of formula (I), wherein R1^, R26, R3^ and R4^ ' 
are defined, a pharmaceutical composition comprising a therapeutically effective amount of a compound thereof above in I 
combination with a pharmaceutical^ acceptable carrier, and a method of treating cerebral ischemia, epilepsy, nociperception, I 
inflammation and sepsis in a mammal in need of such treatment, comprising administering to the mammal a therapeutically effective , 
amount of a compound thereof, a process for preparing said compounds, and compounds having the above formula wherein R1i, , 
R2c> R3(, and R4^ are separately defined. I 

(57) Abrege j 

Cette invention a trait a une technique d'inhibition de I'adenosine kinase par administration d'un ou de plusieurs composes 
correspondant a la formule (I), formule dans laquelle, RU, R2c, R3<, et R4<, sont definis. Elle concerne egalement une composition 
pharmaceutique renfermant une quantite efficace du point de vue therapeutique du compose susmentionne associe a un excipient 
acceptable du point de vue pharmaceutique. Elle porte, de surcroit, sur une methode de traitement de I'ischemie cerebrate, de 
I'epilepsie, de la perception nociceptive, de inflammation et de la septicemie, laquelle methode consiste a administrer au 
sujet mamnr.alien une quantite efficace du point de vue therapeutique de ce compose. Elle concerne, en outre, un precede de 
preparation desdits composes et des composes correspondant a la formule (I), formule dans laquelle R1£, R2^, R3^ et R4c sbnt 
definis separement. 
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A method of inhibiting adenosine kinase by administering one of more compounds of formula (I), wherein R« R 2 R* and R 4 are 
defined, a pharmaceutical composition comprising a therapeutically effective amount of a compound thereof above in combination with 
a pharmaceuucally acceptable carrier, und a method of treating cerebral ischemia, epilepsy, nociperception, inflammation and sepsis in a 
mammal in need of such treatment, comprising administering to the mammal a therapeutically effective amount of a compound thereof a 
process for preparing suid compounds, and compounds having the above formula wherein R'. R 2 , R3 and R 4 are separately defined ' 
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5.7-DISUBSTITUTED-4-AMINOPYRIDO[2.3-D]PYRJMIDINE COMPOUNDS 

This application is a continuation in part of copending U.S. Patent Application 
Serial No. 09/ 1 76.521 filed October 21 . 1998 which in turn is a continuation in part of 
copending U.S. Patent Application Serial No. 09/062.796 filed April 13. 1998, which in 
turn is a a conversion of Provisional U.S. Patent Application Serial No. 60/043,251 , filed 
15 5 April 16, 1997. 

TECHNICAL FIELD 

The present invention relates to a method of inhibiting adenosine kinase by r 

20 * 

• administering 5,7-disubstituted-4-aminopyrido[2,3-d]pyrirnidine compounds to a mammal 

10 in need of such treatment, to pharmaceutical compositions containing such compounds, as 

well as to certain 5,7-disubstituted-4-arainopyrido[2,3-d]pyrimidine compounds. 

25 

BACKGROUND OF THE INVENTION 
Adenosine kinase (ATP:adenosine 5'-phosphotransferasc s EC 2.7.1.20) is a 
1 5 ubiquitous enzyme which catalyzes the phosphorylation of adenosine to adenosine 

30 

monophosphate (AMP), using adenosine triphosphate (ATP), preferentially, as the 
phosphate source. Magnesium is also required for the reaction, and the true cosubstrate is 
probably the MgATP 2 " complex (Palella, et al., J. Diol. Chem. 1980. 255: 5264-5269). 
35 Adenosine kinase has been isolated from yeast (Leibach, et al., Hoppe- Sevier's Z. Physiol. 

20 Chem. 1971, 352: 328-344), a variety of mammalian sources (e.g. Miller, et al., J. Diol. 
Chem. 1979, 254: 2339-2345; Palella. et al, J. Biol. Chem. 1980. 255: 5264-5269; 
Yamada. et al.. Comp. Biochem. Physiol. 1982, 7 IB: 367-372; Rottlan and Miras- 
PortugaJ. Eur. J. Biochem.. 1985, 151: 365-371), and certain microorganisms (e.g. 
Lobelle-Rich and Reeves, Am. J. Trop. Med. Hve. 1983, 32: 976-979; Dana, et al.. J. Biol. 
25 Chem. 1987. 262: 5515-5521). It has been found to be present in virtually every human 
tissue assayed including kidney, liver, brain, spleen, placenta and pancreas (Andres and 
Fox. J. Biol. Chem. 1979. 254: 11388-11393). 
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Adenosine kinase is a key enzyme in the control of intracellular adenosine 
concentration (Arch and Newsholme. Essavs Biochem . 1978. 14: 82-123). Adenosine is a 
purine nucleoside that is an intermediate in the purine nucleotide degradation and salvage. 
Adenosine also has many imponant physiologic effects, many of which are mediated 
through the activation of specific ectocellular receptors, termed PI receptors (Bumstock, 
in Cell Membrane Receptors for Drugs and Hormones . 1978, (Bolis and Straub, cds.) 
Raven, New York, pp. 107-1 18: Frcdholm. et a!., Pharmacol. Rev. 1994, 46: 143-156). 

In the central nervous system, adenosine inhibits the release of certain 
neurotransmitters (Corradetti, etal., Eur. J. Pharmacol. 1984, 104: 19-26), stabilizes,., 
membrane potential (Rudolphi. et al., Cerebrovasc. Brain Metab. Rev . 1992. 4: 346-360), 
functions as an endogenous anticonvulsant (Dragunow, Trends Pharmacol. Sci. 1986, 7: 
128-1 30) and may have a role as an endogenous neuroprotective agent (Rudolphi, et al., 
Trends Pharmacol. Sci.. 1992, 13: 439-445). Adenosine may play a role in several 
disorders of the central nervous system such as schizophrenia, anxiety, depression and 
Parkinson's disease (Williams, M, in Psvchopharmacologv: The Fourth Generation of 
Progress . Bloom, Kupfer (eds.), Raven Press, New York, 1995, pp 643-655. Adenosine 
has also been implicated in modulating transmission in pain pathways in the spinal cord 
(Sawynok, et al., Br. J. Pharmacol., 1986, 88: 923-930), and in mediating the analgesic 
effects of morphine (Sweeney, et al., J. Pharmacol. Exq Ther. 1987, 243: 657-665). 
Adenosine also, inhibits certain neutrophil functions and exhibits anti-inflammatory 
effects (Cronstein, J. Annl. Physiol . 1994 r 76: 5-13). An AK. inhibitor has been reported to 
decrease paw swelling in a model of adjuvant arthritis in rats (Firestcin. ct.aL Arthritis 
and Rheumatism. 1993, 36, S48. 

Adenosine also exerts a variety of effects on the cardiovascular system, including 
vasodilation, impairment of atrioventricular conduction and endogenous cardioprotection 
in myocardial ischemia and reperfusion (Mullane and Williams, in Adenosine and 
Adenosine Receptors. 1 990 (Williams, ed.) Humana Press. New Jersey, pp. 289-334). The 
widespread actions of adenosine also include effects on the renal, respiratory, 
gastrointestinal and reproductive systems, as well as on blood cells and adipocytes. 
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Adenosine, via its A, receptor activation on adipocytes, plays a role in diabetes by 
inhibiting lipolysis (Londos. el aL Proc. Natl. Acad. Sei. USA. 1980. 77, 2551). 

Endogenous adenosine release appears to have a role as a natural defense 
mechanism in various pathophysiologic conditions, including cerebral and myocardial 
ischemia, seizures, pain, inflammation and sepsis. While adenosine is normally present at 
low levels in the extracellular space, its release is locally enhanced at the site(s) of 
excessive cellular activity, trauma or metabolic stress. Once in the extracellular space, 
adenosine activates specific extracellular receptors to elicit a variety of responses which 
tend to restore cellular function towards normal (Bruns. Nucleosides Nucleotides. 1991 , 
10: 931-943; Miller and Hsu, J. Neurotrauma . 1992. 9: S563-S577). Adenosine has a half- 
life measured in seconds in extracellular fluids (Moser, et al., Am. J. Physiol. 1989, 25: 
C799-C806) ; and its endogenous actions are therefore highly localized. 

The inhibition of adenosine kinase can result in augmentation of the local 
adenosine concentrations at foci of tissue injury, further enhancing cytoprotection. This 
effect is likely to be most pronounced at tissue sites where trauma results in increased 
adenosine production, thereby minimizing systemic toxicities. 

Pharmacologic compounds directed towards adenosine kinase inhibition provide 
potentially effective new therapies for disorders benefited by the site- and event-specific 
potentiation of adenosine. Disorders where such compounds may be useful include 
ischemic conditions such as cerebral ischemia, myocardial ischemia, angina, coronary 
artery bypass graft surgery (CABG), percutaneous transluminal angioplasty (PTCA), 
stroke, other thrombotic and embolic conditions, and neurological disorders such as 
epilepsy, anxiety, schizophrenia, noci perception including pain perception, neuropathic 
pain : visceral pain, as well as inflammation, arthritis, immunosuppression, sepsis, diabetes 
and gastrointestinal dysfunctions such as abnormal gastrointestinal motility. 

A number of compounds have been reported to inhibit adenosine kinase. The most 
potent of these include 5-amino-5'-deoxyadenosine (Miller, et al., J. Biol. Chem . 1979, 
254: 2339-2345), 5-iodotubercidin (Wotring and Townscnd, Cancer Res. 1979, 39: 3018- 
3023) and 5*-deoxy-5-iodotubercidin (Davies, et al., Biochem. Pharmacol. 1984, 33: 347- 
355). 
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Adenosine kinase is also responsible for the activation of many pharmacologically 
active nucleosides (Miller, et al.. J. Biol. Chem. 1979. 254: 2339-2345), including 
tubercidin. formycin, ribavirin, pyrazofurin and 6-(methylmercapto)purinc riboside. These 
purine nucleoside analogs represent an important group of antimetabolites which possess 
cytotoxic, anticancer and antiviral properties. They serve as substrates tor adenosine 
kinase and are phosphorylated by the enzyme to generate the active form. The loss of 
adenosine kinase activity has been implicated as a mechanism of cellular resistance to the 
pharmacological effects of these nucleoside analogs (e.g. Bennett, et al., Mol. Pharmacol.. 
1966, 2: 432-443; Caldwell, et al.. Can. J. Biochem.. 1967, 45: 735-744; Suttle, et al., 
Europ. J. Cancer . 1981, 17: 43-51). Decreased cellular levels of adenosine kinase have 
also been associated with resistance to the toxic effects of 2'-deoxyadenosine (Hershfield 
and Kredich, Proc. Natl. Acad. Sci . USA, 1980. 77: 4292-4296). The accumulation of 
deoxyadenosine triphosphate (dATP). derived from the phosphorylation of T- 
deoxyadenosine, has been suggested as a toxic mechanism in the immune defect 
associated with inheritable adenosine deaminase deficiency (Kredich and Hershfield, in 
The Metabolic Basis of Inherited Diseases. 1 989 (Scriver, et al., eds.), McGraw-Hill, New 
York, pp. 1045-1075). 

B.S. Hurlbert el al. (J. Med. Chem., U: 71 1-717 (1968)) disclose various 2,4- 
diaminopyrido[2,3-d]pyrtmidine compounds having use as antibacterial agents. R. K.. 
Robins et al. (J. Amer. Chem. Soc, 80:3449-3457 (1958)) disclose methods for preparing 
a number of 2,4-dihydroxy-, 2,4-diamino-, 2-amino-4-hydroxy- and 2-mercapto-4- 
hydroxypyrido[2 ? 3-d]pyrimidines having antifolic acid activity. R. Sharma et al., (Indian 
J. Chem., 31B: 719-720 (1992)) disclose 4-amino-5-(4-chlorophenyl)-7-(4- 
nitrophenyi)pyrido[2,3-d]pvrimidine and 4-amino-5-(4-methoxyphenyl)-7-(4- 
nitrophenyl)pyrido[2,3-d]pyrimidine compounds having antibacterial activity. A. Gupta et 
al., (J. Indian Chem. Soc. ? 71; 635-636 (1994)) disclose 4-amino-5-(4-fluorophenyl).7-(4- 
fluorophenyl)pyrido[2.3-d)pyrimidine and 4-amino-5-(4-chlorophenyi)-7-(4- 
fluorophenyl)pyrido[2J-d]pyrimidine compounds having antibacterial activity. L. 
Prakash et al., Pharmazie, 48: 221-222 (1993)) disclose 4-amino-5-phenyl-7-(4- 
aminophenyl)pyrido[2.3-d]pyrimidine, 4-amino-5-phenyl-7-(4-bromophenyl)pyrido[2,3- 
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d]pyrimidine, 4-amino-5-(4-methoxyphenyl)-7-(4-aminophenyl)pyrido[23-d]pyrimidine. 
and 4-amino-5-(4-methoxyphenyI)-7-(4-bromophenyl)pyrido[2,3-d]pyrimidine 
compounds having antifungal activity. P. Victory et ai.. Tetrahedron, 51- 10253-10258 
(1995)) discloses the synthesis of 4-amino-5.7-diphenylpyrido[2.3-dlpyrimidine 
compounds from acyclic precursors. Bridges et al.(PCT application WO 95/19774, 
published July 27. 1995) disclose various bicyclic heteroaromatic compounds as having 
utility for inhibiting tyrosine kinase of epidermal growth factors. 

SUMMARY OF THE INVENTION 
The present invention provides for 5 J 7-disubstituted-4-aminopyrido[2,3- 
djpyrimidine compounds having utility as adenosine kinase inhibitors. 

'." In one aspect, the present invention provides a method of inhibiting adenosine 
kinase by administering a compound of formula I 




I, 



or a pharmaceutical^ acceptable salt or amide thereof in vitro or to a mammal wherein, 

R 1 and R 2 are each independently selected from the group consisting of hydrogen, 
alkenyl. alkoxyalkyU alkoxyalkylcarbonyl, aikoxycarbonyl, alkoxycarbonylalkyL alkyL 
alkylcarbonyl, aminocarbonyl, aryl, arylalkyl, arylalkylcarbonyl, arylcarbonyl, 
carboxyalkyl, formyl, haloalkylcarbonyl, heterocycle,. heterocyclealkyl, 
heterocyclecarbonyl, hydroxyalkyl. iminoalkyl, and (NZ,Z 3 )aIkyl, or R 1 and R 2 may join 
together with the nitrogen atom to which they arc attached to form a 5-7 membered ring 
optionally containing 1-2 additional hetcroatoms selected from the group consisting of O. 
K and S; 

Z, and Z 2 are each independently selected from the group consisting of hydrogen. 
alkoxycarbonyL alkyl. alkylcarbonyl. benzyl, benzyl oxy car bony I . and formyl; 
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is selected from the group consisting of alkenyl, alkyl. alkynyl, aryl, arylalkyl, 
cycloalkyl, cycloalkylalkyl. heterocycle. heterocycleajkyh hctcrocyclcalkylcarbonyl. 
(NZ,Z 2 )alkyL and -R A R n ; 

R A is selected from the group consisting of aryl and arylalkyl: 

R B is selected from the group consisting of aryl, arylalkoxy. arylalkyl. aryioxy, 
heterocycle, and heterocyclealkyl; 

R 4 is selected from the group consisting of alkenyl, alkoxyalkynyl, alkyl, alkynyl, 
cycloalkyl, aryl, arylalkyl, heterocycle, heterocyclealkyl, and -R C R D R E ; 

R c is selected from the group consisting of aryl, arylalkyl, heterocycle, and .-. 
heterocyclealkyl; 

R D is selected from the group consisting of aryl, arylalkoxy, arylalkoxyimino. 
arylalkyl, aryioxy. heterocycle, heterocyclealkoxy, heterocyclealkyl, heterocyclecarbonyi, 
heterocycleimino, heterocycleoxy, heterocycleoxyalkyl, heterocycleoxy imino, 
heterocycleoxyiminoalkyl, and heterocyclesulfonyl; 

R E is absent or selected from the group consisting of aryl, arylalkoxy, 
arylalkoxyimino, arylalkyl, aryioxy, heterocycle, heterocylealkoxy, heterocyclealkyl, 
heterocyclecarbonyi, heterocycleimino, heterocycleoxy, heterocycleoxyalkyl, 
heterocycleoxyimino, heterocycleoxyiminoalkyl, and heterocyclesulfonyl; and, 

a dashed line — indicates that a double bond is optionally present provided that 
proper valencies are maintained; 

with the proviso that the following compounds are excluded, 

4-amino-5-(4-chorophenyl)-7-{4-nitrophenyl)pyridol[2,3-d]pyrimidine, 

4-amino-5-(4-methoxyphenyl)-7-(4-nitrophenyl)pyridol[2,3-d]pyrtmidine, 

4-amino-5-(4-fluorophenyl)-7-(4-nuorophenyI)pyridol[2,3-d]pyrimidine, 

4-amino-5-(4-chlorophenyl)-7-(4-fluorphenyl)pyridol[2,3-d]pyrimidine, 

4-amino-5-phenyl-7-(4-aminophenyl)pyrido[2,3-d]pyrimidine. 

4-amino-5-phenyl-7-(4-bromphenyl)pyrido[2.3-d)pyrimidine, 

4-amino-5-(4-methoxyphenyl)-7-<4-aminophenyl)pyrido[2 J 3-d]pyrimidine, 

4-amino-5-(4-methoxyphenyI)-7-(4-bromphenyl)pyridof2.3-d]pyrimidine, and 

4-amino-5,7-diphenylpyrido[2,3-d]pyrimidine. 



WO 00/23444 



PCT/US99/2490I 



In particular, the method of inhibiting adenosine kinase comprises exposing an 
adenosine kinase to an effective inhibiting amount of a compound of Formula I of the 
present invention. Where the adenosine kinase is located in vivo, the compound is 
administered to the organism. 

in still another aspect, the present invention provides a method of treating 
ischemia, neurological disorders, nociperception , inflammation, immunosuppression, 
gastrointestinal disfunctions, diabetes and sepsis in a mammal in need of such treatment, 
comprising administering to the mammal a therapeutically effective amount of a 
compound of Formula I of the present invention. 

In a preferred aspect, the present invention provides a method of treating cerebral 
ischemia, myocardial ischemia, angina, coronary artery bypass graft surgery, percutaneous 
transluminal angioplasty, stroke, thrombotic and embolic conditions, epilepsy, anxiety, 
schizophrenia, pain perception, neuropathic pain, visceral pain, arthritis, sepsis, diabetes 
and abnormal gastrointestinal motility in a mammal in need of such treatment, comprising 
administering to the mammal a therapeutically effective amount of a compound of 
Formula I of the present invention. 

The present invention also contemplates the use of pharmaceutical ly acceptable 
salts and amides of compounds having Formula I. 



or a pharmaceutical ly acceptable salt or amide thereof wherein 

R 1 and R 3 are each independently selected from the group consisting of hydrogen, 
alkenyl, alkoxyalkyl, alkoxyalkylcarbonyl, alkoxycarbonyL alkoxycarbonylalkyl, alkyl. 
alkylcarbonyl. aminocarbonyl. aryl, arylalkyl, arylalkylcarbonyl, arylcarbonyl. 
carboxyalkyl, formyl. haloalkylcarbonyl. heterocycle. hetcrocyclealkyl, 
heterocyclecarbonyl, hydroxyalkyl, iminoalkyl. and (NZ,Z 2 )alkyl, or R l and R : may join 



In another aspect, the present invention provides a compound of formula I 
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together with the nitrogen atom to which they are attached to form a 5-7 membered ring 
optionally containing 1-2 additional heteroatoms selected from the group consisting of 0. 
N, and S; 

Z, and Z : are each independently selected from the group consisting of hydrogen, 
alkoxycarbonyL alky I, alkylcarbonyl, benzyl, benzyloxycarbonyl. and formyl; 

is selected from the group consisting of alkenyl. alkyl, alkynyl, aryl, arylalkyl, 
cycloalkyl, cycloalkylalkyl. heterocycle, heterocyclealkyl, heterocyclealkylcarbonyl, 
(NZ,Z : )alkyl. and -R A R B ; 

R A is selected from the group consisting aryl and arylalkyl; 

R B is selected from the group consisting of aryl, arylalkoxy, arylalkyl, aryloxy, 
heterocycle. and heterocyclealkyl; 

R 4 is selected from the group consisting of alkenyl. alkoxyalkynyl, alkyl, alkynyl, 
cycloalkyl, aryl, arylalkyl, heterocycle, heterocyclealkyl, and -R C R D R £ ; 

R c is selected from the group consisting of aryl, arylalkyl, heterocycle, and 
heterocyclealkyl; 

R D is selected from the group consisting of aryl, arylalkoxy, arylalkoxyimino, 
arylalkyl, aryloxy, heterocycle, heterocyclealkoxy, heterocyclealkyl, hctcrocyclccarbonyl, 
heterocycleimino, heterocycleoxy, heterocycleoxy alkyl, heterocycleoxyimino, 
heterocycleoxyiminoalkyl, and heterocyclesulfonyl; 

R E is absent or is selected from the group consisting of aryl, arylalkoxy, 
arylalkoxyimino. arylalkyl aryloxy. heterocycle, heterocylealkoxy, heterocyclealkyl, 
heterocyclecarbonyl, heterocycleimino, heterocycleoxy, hcterocycleoxyalkyl, 
heterocycleoxyimino, heterocycleoxyiminoalkyl. and heterocyclesulfonyl; and 

a dashed line — indicates that a double bond is optionally present provided that 
proper valencies are maintained; 

with the proviso that the compound may not be selected from the group consisting 

of: 

4-amino-5-(4-chlorophenyl)-7-(4-nitrophenyl}pyridot2,3-d]pyrimidine; 

4-amino-5-(4-methoxyphenyl)-7-(4-nitrophenyl)pyrido[2.3-d]pyrimidine; 

4-aminoo-(4-nuorophenyl)-7-(4-fluorophenyl)pyrido[2.3-d]pynmidine; 
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4-amino-5-(4-chlorophenyl)-7-(4-fluorophenyl)pyrido[2.3-d]pyrimidine; 

4-amino-5-phenyl-7-(4-aminophenyI)pyrido[2,3-d]pyrimidine; 

4-amino-5-phenyl-7-(4-bromophenyl)pyrido[2,3H!]pyrimidine; 

4-amino-5-(4-methoxyphen\0)-7-(4-aminophenyl)pyrido[2J-d]pyrimidine; 

4-amino-5-(4-methoxyphenyl)-7-(4-bromophenyl)pyrido[2,3-d]pyrimidine; and 

4-amino-5,7-dipheny]pyrido[2.3-d]pyrijnidine. 

In another aspect, the present invention provides a pharmaceutical composition 
comprising a therapeutically effective amount of a compound of Formula I above in 
combination with a pharmaceutically acceptable carrier. .;• 

In another aspect, the present invention provides a process for the preparation of 

- 

adenosine kinase inhibiting compounds of formula I 



wherein 

R 1 and R 2 are hydrogen; 

K y is selected from the group consisting of alkenyl, alky I, alkynyl. aryi, arylalkyl, 
cycloalkyl, cycloalkylalkyl. heterocycle, heterocyclealkyl, heterocyclealkylcarbonyL 
(NZ,Z 2 )aIkyl. and -R A R B ; 

R A is selected from the group consisting aryl and arylalkyl; 

R B is selected from the group consisting of aryi, arylalkoxy, arylalkyl, aryloxy, 
heterocycle, and heterocyclealkyl; 

R 4 is selected from the group consisting of alkenyl, alkoxyalkynyL alky I, alkynyl, 
cycloalkyl, aryl, arylalkyl, heterocycle, heterocyclealkyl. and -R^R*; 

R c is selected from the group consisting of aryl, arylalkyl, heterocycle, and 
heterocyclealkyl; 

R D is selected from the group consisting of aryl, arylalkoxy, arylalkoxyimino. 
arylalkyl. aryloxy. heterocycle. heterocyclealkoxy, heterocyclealkyl. hcterocyclecarbonyl, 
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heterocyclcimino. heterocycleoxy, heterocycleoxyalkyl, heterocycleoxyimino. 
hetcrocyclcnxyiminoalkyl. and heterocyclesulfonyl; and 

R E is absent or is selected from the group consisting of aryl, arylalkoxy. 
arylalkoxyimino, arylalkyl, aryloxy. heterocycle, heterocylealkoxy. heterocyciealkyl, 
heterocyclecarbonyl, heterocycleimino, heterocycleoxy, heterocycleoxyalkyl, 
heterocycleoxyimino, hcterocycleoxyiminoalkyl, and heterocyclesulfonyl; and 

a dashed line — indicates that a double bond is optionally present provided that 
proper valencies are maintained; 
the method comprising 

(a) reacting a ketone having the formula R 4 -CO-CH 3 , wherein R* 1 is as defined above, with 
ah aldehyde having the formula R 3 -CHO, wherein R 3 is as defined above and 
malononitrile in the presence of an ammonium salt under anhydrous conditions and 
isolating a first intermediate compound having the structure 



(b) reacting the first intermediate compound with formamide at reflux for from about 1 to 
about 8 hours, and isolating the compound of formula 1 which has a double bond between 
the 5,6 carbons and a double bond between the 7 carbon and the 8 nitrogen, and then, 

(c) optionally reducing the compound from step (b) to form a partially reduced or fully 
reduced right side of formula I by catalytic hydrogenation. 

In another aspect, the present invention provides a process for the preparation of 
adenosine kinase inhibiting compounds of formula I 




45 
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R 1 and R 2 are hydrogen; 

R 3 is selected from the group consisting of alkcnyl. alky!, alkynyl, aryl, arylalkyl. 
cycloalkyl, cycloalkylalkyl. heterocycle, heterocyclealkyl, hcterocyclcalkylcarbonyl, 
(NZ,Z 2 )alkyl, and -R A R B ; 

R A is selected from the group consisting of aryl and arylalkyl; 

R B is selected from the group consisting of aryl, arylalkoxy, arylalkyl, aryloxy, 
heterocycle, and heterocyclealkyl; 

R* is selected from the group consisting of alkenyl, alkoxyalkynyl, aJkyl, alkynyl, 
cycloalkyl, aryl, arylalkyl, heterocycle, heterocyclealkyl, and -R C R°R F ; 

R c is selected from the group consisting of aryl, arylaikyh heterocycle, and 
heterocyclealkyl; 

R D is selected from the group consisting of aryl, arylalkoxy, arylalkoxyimino, 
arylalkyl. aryloxy, heterocycle, heterocyclealkoxy, heterocyclealkyl, heterocyclecarbonyl, 
heterocycleimino, heterocycleoxy, heterocycleoxyalkyl. heterocycleoxyimino, 
heterocycleoxyiminoalkyl, and heterocyclesulfonyl; and 

R E is absent or is selected from the group consisting of aryl, arylalkoxy, 
arylalkoxyimino, arylalkyl, aryloxy, heterocycle, heterocylealkoxy, heterocyclealkyl, 
heterocyclecarbonyl, heterocycleimino, heterocycleoxy, heterocycleoxyalkyl, 
heterocycleoxyimino, heterocycleoxyiminoalkyl. and heterocyclesulfonyl; and 

a dashed line — indicates that a double bond is optionally present provided that 
proper valencies are maintained; 
the method comprising 

(a) reacting a ketone having the formula R* , C(0)CH 3 , wherein R 4 is as defined above, with 
an dicyanoalkene compound having the formula R 3 CH=C(CN) 2 , wherein R 3 is as defined 
above by heating at reflux and isolating a first intermediate compound having the structure 



R 3 
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(b) reacting the first intermediate compound with formamide at reflux for from about 1 to 
about 8 hours, and isolating the compound of formula, I which has a double bond between 
the 5 and 6 carbons and a double bond between the 7 carbon and the 8 nitrogen and 

(c) optionally reducing the compound from step (b) to form a partially reduced or fully 
reduced right side of formula I by catalytic hydrogenation. 

DETAILED DESCRIPTION OF THE INVENTION 
The present invention relates to 5,7-disubstituted-4-aminopyrido[2,3-d|pyriraidine 
compounds that are useful in inhibiting adenosine kinase, to pharmaceutical compositions 
containing such compounds, to a method of using such compounds for inhibiting 
adenosine kinase, to novel 5,7-disubstituted-4-aminopyrido[2,3-d]pyrimidine compounds 
and to a process of preparing 5 J-disubstituted-4-aminopyrido[2,3-d]pyrimidtne 
compounds. 

In one aspect, the present invention provides 5, 7- di substitute d-4 -ami nopyri do [2,3- 
d]pyrimidine compounds that are adenosine kinase inhibitors. An adenosine kinase 
inhibitor of the present invention is a compound of the Formula I, shown above. 

As summarized above, the present invention relates to a method of inhibiting 
adenosine kinase comprising administering a compound of formula I 

rV ,r 2 . 

N R J 




I 

wherein 

R l and R : are independently selected from the group consisting of hydrogen, 
alkenyl. alkoxyalkyl, alkoxyalkylcarbonyl, alkoxycarbonyl. alky!, alkylcarbonyl, 
aminocarbonyl. aryl, arylcarhonyl, carboxyalkyl. formyl. haloalkylcarbonyl, 
heterocyclealkyl. hydroxyalkyl. iminoalkyl. and (NZ,Z,)alkyl, or R l and R 2 may join 
together with the nitrogen atom to which they are attached to form a 6 membered ring 
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optionally containing 1 additional hctcroatom selected from the group consisting of O. N, 
and S; 

R 3 is selected from the group consisting of alkenyl. alkyl. aryL arylalkyl, 
cycloalkyl, heterocycle, hetcrocyclcalkyl, (NZ,Z,)alkyL and -R A R B ; 

R A is selected from the group consisting of aryl and arylalkyl; 

R B is selected from the group consisting of aryl, arylalkoxy, arylalkyl, aryloxy. and 
heterocycle; 

R 4 is selected from the group consisting of alkoxyalkynyl, alkynyl, aryL 
heterocycle, and -R C R°R E ; 

R c is selected from the group consisting of aryl and heterocycle; 

R° is selected from the group consisting of aryl, arylalkoxy. arylalkyl, aryloxy, 
heterocycle. hctcrocyclealkoxy. heterocyclealkyl. heterocyclecarbonyl, heterocycleoxy, 
and heterocyclesulfonyl; 

R E is absent or selected from the group consisting of aryl, arylalkoxy, 
arylalkoxyimino, arylalkyl, aryloxy, heterocycle, heterocylealkoxy, heterocyclealkyl, 
heterocyclecarbonyi, heterocycletmino, heterocycleoxy, heterocycleoxyalkyl, 
heterocycleoxyimino, and heterocycleoxyiminoalkyl; and 

a dashed line — indicates that a double bond is optionally present provided that 
proper valencies are maintained. 

The preferred compounds utilized in the above method of inhibiting adenosine 
kinase are selected from a compound of formula II 




II, 

wherein 

R' and R 3 are each independently selected from the group consisting of hydrogen, 
alkenyl, alkoxyalkyl, alkoxyalkylcarbonyl. alkoxycarbonyL alkyl, alkylcarbonyl, 
aminocarbonyi, aryl. arylcarbonyL carboxyalkyl. formyl, haloalkylcarbonyl, 
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heterocyciealkyl, hydroxyalkyl. iminoalkyl. and (NZ,Z ; )alkyl. or R 1 and R : may join 
together with the nitrogen atom to which they are attached to form a 6 memhered ring 
optionally containing 1 additional hcteroatom selected from the group consisting ofCX N, 
and S; 

R 3 is selected from the group consisting of alkenyl, alkyl, aryl. arylalkyl, 
cycloalkyl. heterocycle, heterocyclealkyl, (NZ,Z ; )alkyl. and -R A R B ; 

R A is selected from the group consisting of aryl and arylalkyl; 

R B is selected from the group consisting of aryl, arylalkoxy, arylalkyl, aryloxy, and 
heterocycle; 

R 4 is selected from the group consisting of alkoxyalkynyl, alkynyl, aryl, ■ 
heterocycle, and -R t: R D R E ; 

R c is selected from the group consisting of aryl and heterocycle; 

R D is selected from the group consisting of aryl, arylalkoxy, arylalkyl, aryloxy, 
heterocycle, heterocyclealkoxy, heterocyclealkyl, heterocyciecarbonyl, heterocycleoxy, 
and heterocyclesulfonyl; and 

R E is absent or is selected from the group consisting of aryl. arylalkoxy, 
arylalkoxyimino, arylalkyl, aryloxy, heterocycle, heterocylealkoxy, heterocyclealkyl, 
heterocyciecarbonyl, heterocyclcimino, heterocycleoxy, heterocycleoxyalkyl, 
heterocycleoxyimino. and hcterocycleoxyiminoalkyl. 

In a preferred embodiment, an adenosine kinase inhibitor of the present invention 
is a compound of Formula II above, wherein R* is aryl or heterocycle and substituted 
versions thereof or -R C R D R E . 

In a more preferred embodiment, an adenosine kinase inhibitor of the present 
invention is a compound of Formula II above, wherein R 4 is aryl or heterocycle and 
substituted versions thereof and R 3 is alkyl, aryl, arylalkyl or heterocycle and substituted 
versions thereof wherein the substituents are as identified above. 

In another preferred embodiment, an adenosine kinase inhibitor of the present 
invention is a compound of Formula I above, wherein R 4 is selected from the group 
consisting of: phenyl; thiophene-2-yI; 3-methyl-2-oxobenzoxazolin-6-yl; 2- 
(dimethylumino)-5-pyrimidinyl; 2-(N-formyl-N -methyl amino)-5-pyrimidinyl; 2-(N- 
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methoxyeihyl-N-methyl amino)-5-pyrimidiny|; 2-(N-methylamino)o-pyrimidinyl; 2-(l- 
morpholinyl)-5-pyrimidinyI; 2-(I-pyrrolidinyI)-5-pyrimidinyl; 2-dimethy!amino-5- 
pyrimidinyl: 2-furanyl; 2-oxobenzoxazoIin-6-yl; 2-pyridyl; 3-(dimethyIamino)phenyl; 3- 
amino-4-methoxyphcnyl; 3-bromo-4-(dimethylamino)phenyJ; 3-methoxy phenyl: 3- 
methyl-4-(N-acety!-N-methylamino)phenyl; 3 -methyl -4-(N-formyl-N- 
methy!amino)phenyl; 3-methyM-(N-methyl-N-(trifluoroacetyl)amino)phenvi; 3-methyl- 
4-(N-methylamino)phenyl; 3-methyl-4-pyrrolidinylphenyl; 3-pyridyl; 3,4-dichlorophenyl; 
3,4-methylenedioxyphenyl; 3.4.5-trimethoxyphenyI; 4-(acctylamino)phcnyl; 4- 
(dimethylamino)-3-fluorophenyl; 4-(dimethylamino)phenyl; 4-( imidazole l-yl)pheny I; 4- 
(methylthio)phenyl;4-(morpholinyl)phenyi; 4-(N-(2-(dimethylamino)ethyl)amino)phcnyl; 
.' 4-(N-<2-methoxyeihyl)amino)phenyl; 4-(N-acetyl-N-methylamino)phenyl; 4-(N-etiy!-N- 
forrayiamino)phenyl: 4-(N-ethylamino)phenyl; 4-(N-Formyt-N-(2- 
methoxyethyl)amino)phenyl; 4-(N-isopropylamino)phenyl; 4-(N-methyl-N-((2- 
dimethylamino)ethyl)amino)phenyl; 4-(N-methyl-N-(2-(N- 

phthaiimidyl)acetyl)amino)phenyl; 4-(N-methyI-N-(2-cyano)ethy] amino) phenyl; 4-(N- 
melhy]-N-(2-methoxyethyl)amino)phenyl; 4-(N-methyl-N-(3- 

methoxy)propionyIamino)phenyl; 4-(N-methyl-N-acetylamino)phenyl; 4-(N-methyl-N- 
formylamino)phenyl; 4-(N-methyl-N-trifluoroacetyiamino)phenyl; 4-(N- 
morpholiny1)phenyl; 4-(thiophene-2-y!)phenyl; 4-(ureido)phenyi; 4-(2- 
(dimethylamino)acetylamino)phenyl; 4-(2-(2-methoxy)acetyIamino)ethyl)amino)phenyl; 
4-(2-methoxy)ethoxyphenyl; 4-(2-oxo-3-oxa2olidinyi)phenyl; 4-(4-methoxy-2- 
butyl)phcnyl; 4-(4-methyipiperidinyl)phenyl; 4-(5-pyrimidinyl)phenyl: 4-aminophenyI; 4- 
bromophenyl; 4-butoxyphenyl; 4-carboxamidophenyI; 4-chlorophenyl; 4-cyanophenyl; 4- 
diethylaminophenyl; 4-diethylmalonylallylphenyi); 4-dimethyIaminophenyl; 4- 
ethoxyphenyl; 4-ethylphenyl; 4-fluorophenyl; 4-hydroxyphenyl; 4-imidazolylphenyl; 4- 
iodophenyl; 4-isopropylphenyl; 4-methoxyphenyl: 4-methylaminophenyl; 4- 
methylsulfonylphenyl; 4-morpholinylphenyl; 4-N-(2-(dimethylamino)ethyl)-N- 
formyiamino)phenyl; 4-N-(3-methoxypropionyl)-N-isopropyl-amino)phenyl; 4-N -ethyl - 
N-(2-methoxyethyl)amino)phenyl; 4-N-formylpiperaziny]phenyl; 4-nitrophenyl; 4- 
piperidinylphenyl; 4-(3-pyridyl)phenyi; 4-pyrrolidinylphenyl; 4-t-butylacrylphenyi; 5- 



WO 00/23444 



PCT/US99/24901 



(dimethylamino)thiophene-2-yl: 5-amino-2-pyridyI; 5-dimethylaniino-2-pyrazinyl; 3- 
dimethylaminopyridazin-6-yl; 5-dimeihylamino-2-pyridyl; 5-pyrimidinylphenyl; 6-(N- 
methyl-N-formylamino)-3-pyridinyk 6-rN-methy|-N-methoxye(hylamino)-3-pyridinyl; 6- 
(2-oxo-3-oxazolidinyl)-3-pyridinyl; 6-dimethylamino-3-pyridinyl; 6-imidazolyl-3- 
pyridinyl; 6-morpholinyl-3-pyridinyI; 6-pyrrolidinyl-3-pyridinyl; 6-(2-propyl)-3-pyridinyk 
(4-formylamino)phenyl; 6-(4-oxopiperidinyl)-3 -pyridaziny I; 6-(4- 

morpholiny!iminopiperidinyl)-3-pyridazinyl; 6-((lS,4S)-2-oxa-5-azabicyclo[2.2.1]heptan« 

5- yl)-3-pyridazinyl;6-(4-methoxyiminopiperi^^ 

pyridaziny I; 6-(l J -dioxidoythiazolidin-3-yl)-3-pyridyl; 6-( 1 ? 3-dioxa-8- 
azaspiro[4.5]decan-8-yl)-3-pyridyl; 6-( 1 -oxa-4-thia-8-azaspiro[4.5]decan-8-yl)-3-pyridyl; 

6- ( 1 1 1 -dioxidoythiomorpholinyi)-3 -pyridaziny 1; 6-( 1 -oxa-4,4-dioxido-4-thia-8- 
azaspiro[4.5]decan-8«yl)-3-pyridyl;6-^^^ 

pyridyl: 6-(3-hydroxy-8-azabicyc!o[3.2. 1 ]octan-S-yl)-3-pyridyl; 6-(4-oxo- 1 -phenyl- 1 ,3,8- 
triazaspiro[4.5]decan-8-yl)-3-pyr^ 

yl)-3-pyridyl; 6-(TNl-l,4-dioxa-8-azaspiro[4.5]decan-8-yl)0-pyridylsulfonaraide; 2-(l,l- 
dioxidcithiomorpholinyl)-5-thiazoyl; 5-(l,4-dioxa-8-azaspiro[4.5]decan-8-yl)-2-pyrazinyI; 
2-(L4-dioxa-8-azaspiro[4.5]decan-8-yl)-5-thiazoyl; 6-(hexahydro-lH-furo[3 ; 4-c]pyrrol-5- 
yt)-3-pyrtdazinyl; 6-(hexahydro-lH-fUro[3,4-cJpyrrol-5-yl)-3 -pyridyl; 6-(4- 
methoxypiperidinyl)-3-pyridyI: e^J-epoxy-y-methyl^^^A^^^^Ja-octahydro-IH- 
isoindolyI)-3-pyridazinyI; 6-(4-(4-tetrahydropyranyloxy)iminopiperidinyl)-3-pyridazinyl; 
6-isopropoxy-3-pyridazinyl; 6-(2 ; 4-dioxo-(lH.3H)-quinazoiin-3-yl)-3-pyridyl; 6-(4-(N* 
methylpiperazinyl)iminopipendinyl)-3-pyridazinyl; 6-(4-tetrahydropyranyIoxy)-3- 
pyridazinyl; 6-morphoiinytethoxy-3-pyridazinyl; 6-(4-ethoxypiperidinyl)-3-pyridazinyl; 6- 
(l,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3-pyridyl; 6-(4-(2«ethoxyethoxy)piperidinyl)-3- 
pyridazinyl; 6-((3aR^aS)-2-oxo-tetrahydro-3aH-[i,3}dioxoio[4,5-c]pyrrol-5-y])-3-pyridyi; 
6-(4-(4-tetrapyranyloxyethyl)piperidinyl)-3-pyridazinyl; 6-(3-(R)- 
tetrahydrofuranyloxy)piperidinyl)-3-pyridazinyl; 6-(3-(S)- 
tetrahydrofuranyloxy)piperidinyl)-3-pyridazinyl; 6-(trans-3-ethoxy-4- 
hydroxy)pyrrolidinyl)-3-pyridazinyl; 6-(cisO-ethoxy-4-hydroxy)pyrroIidinyl)«3- 
pyridazinyl: 6-(transo-ethoxy-4-hydroxy)pyrr6lidinyl)-3-pyridyl; 6-(trans-3,4-bis- 
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ethoxy)pyrrolidinyl)-3-pyridazinyl; 6-(trans-3.4-bis-ethoxy)pyrroIidinyl)-3-pyridyl; 6-(cis- 
3,4-bi$^thoxy)pyrrolidinyl)-3-pyridyi: 6-(cis-3.4-bis-ethoxy)pyrrolidiny!)-3-pyridazinyl: 
6-(cis-3-elhoxy-4-hydroxy)pyrrolidinyI>3-pyridyl; 6-(cis-3-amino-4- 
hydroxy)pyrrolidinyl)-3-pyridazinyi; 6-(cis-3-amino-4-hydroxy)pyrTolidinyl)-3-pyridyI; 6- 
( 1 ,5-dioxa-9-azaspirof 5.5]undecan-9-yl)-3-pyridazinyl; 6-(4-tertbutyl)piperidinyl-3- 
pyridazinyl; 6-(4-N-formyl)piperidinylo-pyridazinyl; 6-morpho!inyl-3-pyrida2inyI; 4-N- 
l,4-dioxa-8-azaspirof4.5]decan-8-ylbenzenesulfonamide: 4-(4-dioxa-8- 
azaspiro[4.5]dccan-8-ylcarboxamide)phenyl; 6-(3-methoxy- 1 ,5-dioxa-9- 
azaspiro[5.5]undecan-9-yl)-3-pyridazinyl; 6-(l ,5-dioxa-3 -hydroxy methyl-9- 
azaspiro[5.5]imdecan-9-yl)-3-pyridaziiiyl; 6-(S-0-ethyl-2-hydroxymethylpyrrolidinyl)-3- 
r pyridazinyl; 6-(4-acetyl-l-oxa-4 ) 8-diazaspiro[4.5]decan-8-yI)-3-pyridaziny); 6-((2lt,3R)- 
23-bis(mcthoxymcthyl)-i,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3-yridaziny 6-((2S,3S)- 
2,3-dimethyl-l,4-dtoxa-8-azaspiro[4.5]decan-8-yl)-3-pyridazinyI; 6-(4 ) 4-(cis-t,2- 
dioxycyclopcntane)piperidinyl)-3-pyridazinyl; 6-(4,4-(lS,2S- 
dimethoxymethYlethanedioxy)piperidinyl)-3-pyridazinyl; 6-(4,4-(cis-3,4-dioxy- 
oxacyclopentane)piperidinyl)-3-pyridazinyl; 6-(4,4-(l,3-dioxy-2- 
methoxypropyIcne)piperidinyl)-3-pyridaziny 1; 6-(4,4-( 1 ,3-dioxy-2- 
hydroxymethylpropylene)piperidinyl)-3-pyridazinyI; 6-(4 t 4-{2-(2.2-spiro- 
oxacyclopropane-l,3-dioxypropylene)pipcridinyl)-3-pyridazinyl; 6-morpholinyi-3- 
pyridazinyl; 6-(4-morpholinyliminopiperidinyl)-3-pyridyl; 6-(4-(N- 
methy]pipera2inyl)iniinopiperidinyi)-3-pyridyI; 6-(4-(U2 t 4-tria2ol-l-yl)iminopiperidtnyl)- 
3-pyridyl; 6-(4-cthylpipcridinylcarboxylate)-3-pyridyI; 2-phenylmethyl-3(2H)- 
pyridazinone-6-yl; 6-(4-(morphoIinylcarboxamide)piperidinyi>3-pyridyl; 6-(4-(N- 
morphoiinyiaminocarboxamide)piperidinyI)-3-pyridyl; 6-(4-(N ; N- 
dimethylaminocarboxamide)piperidinyl>3-pyridyl; 6-(4-(N-methyl-N- 
methoxyethylcarboxamide)piperidinyl)-3-pyridyl; 6-(4-(N- 

methoxyethyicarboxainidc)piperidinyt)-3-pyridyl; 6-(4-hydroxymethylptperidinyl)-3- 
pyxidyl; 6-(4-hydroxypiperidinyI)-3-pyridyl; 6-(4-N-acetylpiperazinyI)-3-pyridyl; 6-(4- 
cyanopiperidinyl)0-pyridyl;6-(4-N-(4-fluorophenyl)piperazinyl)-3-pyridyl; 4- 
morpholinyIbenzenesuIfonamide;4-N-4.4-ethylenedioxypiperidinylbenzenesulfonamidc; 
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4-N-cyclopropyIbeuzcncsulfonamide; 4-piperidinebenzenesulfonamide; 4-(4- 
cyanopipcridine)berizcncsulfonamide; 4-N-cyclopropylmethylbenzenesulfonamide: 4- 
N,N-dimethylaminobcnzencsulfonamide: 4-N-(S)-2- 
hydroxymethylpyrrolidinebenzenesulfonamide; 4-(4- 
hydroxypiperidine)benzcnesulfonamide; 4-(cis-3.5- 

dimethylmorpholin>i)benzenesu!fonamide; 3-fIuoro-4-thiomorphoIinylphenyl; 6- 
(thiomorpholinyl)-3-pyridyl; 6-(4.4-dioxothiomorpholinyl)-3-pyridy]; 4-(4 ; 4- 
ethylenedioxypiperidinylcarboxamide)phenyl; 4-(N-cyclopropylcarboxamide)phenyl; 4- 
(morpholinylcarboxamide)phenyl; 6-N-cyclopropylamino-3-pyridyl; 4-(4- 
hydroxypiperidinyicarboxamide)phenyl: 6-{S)-hydroxymelhyIpyrTolidinyU3-pyridazinyi; 
6-(4-(2-ethoxyethoxy)piperidinyl)-3-pyridyl; 6-hexahydropyrimidine)-3-pyridyl; 6-(S)-2- 
elKoxyethoxypyrrolidinyI)-3-pyridyl; 6-(R)-2-ethoxyethoxypyrrolidinyl)-3-pyridyi; 6-(cis- 
3,4-dihydroxypyrolidinyl)0-pyridyI:6-[(3aR,6aS)-tetrahydro-3aH-[K3]dioxo!o[4 > 5- 
c]pyrroi-2-one-5-yl]-3-pyridyl; 6-(cis-2,3-dihydroxypyrrolidinyl)-3-pyridazinyl; 6-(S,R-2- 
lwdroxymethyl-4-hydroxypyrroiidinyl)-3-pyridyl; 6-<R-2-hydroxymethyl-4-pyrrolidinyl)- 
3-pyriciazinyl; 6-(tS i 4S)-2-aza-5-oxa-bicyclo[2.2.1]hcpianc)-3-pyridyl; 6-(2- 
imidizolidone- 1 -yl)-3-pyridyl; 4-(2,4-( 1 H,3H)-quinazolinedion-3-y l)pheny 1; 6- 
morpholinylcarboxamide-3-pyridazinyl; 6-methoxy-3-pyridazinyl; 6-N : N- 
diethoxyethylamino-3-pyridazinyl; 6-(4-ethoxymethyIpiperidinyl)-3-pyridazinyt; 6-(4-(4- 
tetrahydropyranylmcthyI)pipcridinyi)-3-pyridazinyl; 6-(4- 
eihoxyethoxymethylpiperidinyl)-3-pyridazinyI; 6-N-methy]-N-1.3- 
dioxalanemethylamino)-3-pyridazinyl; 6-(4,4-dioxyethylenecycIohexyloxy)-3-pyridazinyl; 
6-dihydroxymethyImethoxy-3-pyridazinyl; 6-(3-pyridyloxy)0-pyridazinyl; 4.7-epoxy-7- 
methyl-2,3,3A s 4,5,6,7Ja-octaJiydro-iH-isoindolyl;6-(4-N-methyl-N-meth^^ 
pyridazinyl; 6-(3,4-dimethoxymethoxypyirolidinyI)-3-pyridazinyl; 6-(trans-3-hydroxy-4- 
methylpyrroiidinyl)-3-pyridazinyl; 6-(trans-3-hydroxy-4-mcthylpyrrolidinyi)-3-pyridyi; 6- 
(cisO-hydroxy-4-mcthylpyrrolidinyi)-3-pyridazinyI; 6-(cis-3-hydroxy-4- 
methylpyrrolidinyl)-3-pyridyl: 6-(trami-3-cyano-4-hydroxylpyrrolidinylV3-pyridyl; 6-(3- 
hydroxy-4-cert-butylcarboxamidepyrTolidinyI)-3-pyridyl; 6-(S-2-(4- 
letrahydropyranyloxy)methylpyrrolidinyl)-3 -pyridazinyl; 6-(2-(4- 
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tetrahydropyranyloxy)iminopyrrolidin>i)-3-pyridaziny!: 2-morpholinyl-5-thiazoyl; 5- 
bromo-2-thienyI; 2.5-dimethyl-3-thienyl; 5-chloro-2-thienyl; 2,4-dimethyi-5-thiazoyl; 5- 
methyl-2-thienyl; 2-furanyl; 2-(4 ; 4-dioxyethylencpipcridinyl)-5-thiazoyl; 3-thicnyl; 3- 

10 

methyl-2-thienyl; 2-morpholinyl-4-thiazoyl; 2-morpholinyl-4-trinuoromethy-5-thiazoyl; 
5 5-morpholinyi-2-thienyl; 4-methyI-2-morpholinyl-5-thiazoyl; 2«5-dichloro-3-thienyI; 2,5- 
dimethyl-3-furanyl; N-methyl-2-pyrrolyI; 2-N ; N-dimethylamino-5-thiazoyl; 2- 
75 morphoIinyl-5-thiazoyl; 2-(4,4-dioxythiomorpholtnyl)-5-ihiazoyl: I -N-methyl-2- 

morphoIinyl-5-imidazoyl; 2-morpholinyI-5-oxazolyl; 2-N-methyl-N-methoxyethylamino- 
5-thiazoyl; 2-N-methyl-N-ethylamino-5-thiazoyl; 2-N-pyrrolidinyl-5-thiazoyl; 2-N- . 

10 methyl-N-propylamino-5-thiazoyl; 2-N,N-diethylamino-5-thiazoyl; 2-(N- 

20 1" 

. methypiperazinyl)-5-thiazoyl; 2-(N-(2-pyridyl)piperazinyl)-5-thiazoyl; 2-N-methy-N-(2- 

pyridy!ethyl)-5-thiazoyl; 2-(4-oxopipcrazinyl)-5-thiazoyl; 2-(4-(N- 

morpholinyl)iminopiperazinyl)o-thiazoyl; 6-N-morpholine-3-pyridinesulfonamide; 2-(4- 

25 • oxopiperidinyl)-5-pyiimidyl; 2-(4,4-dioxcthy]enepiperidiny)>5-pynmidyl; 5-(4,4- 

15 dioxethylenepiperidinyl)-2-pyriazinyl; 5-(4-oxopiperidinyl)-2-pyrazinyl; 6-N-cyclopropyl- 

3-pyridinesulfonamide; 6-N-(4,4-dioxethylenepiperidinyl)-3-pyridinesulfonamide; 2-(4- 

(4-tctrahydropyranyloxy)iminopiperidinyl)-5-pyrazinyl; 6-(4- 

30 

(phenylmethoxy)iminopiperidinyl)-3-pyridyl; 6-{4-(tert-butyloxy)iminopiperidinyl)-3- 
pyridyl: 6-(4-(cyclohex>ioxy)iminopiperidinyl)-3-pyridyl; 6-(4-hydroxyiminopiperidinyl)- 
20 3-pyridyl; 6-(4-(4-tetrahydropyranyIoxy)iminopipcridinyl)-3-pyridyl; 6-(4- 

35 methoxyethoxyiminopiperidinyl)-3-pyridyl; 6-{4-(2-thenylmethoxy)iminopiperidinyt)-3- 

pyridyl; 6^4-(4 > -(5UI-2-oxyfuranyl)-4-hydroxy)pipendinyl)-3-pyridyl; 6-(4-(l-(4- 
tetrahydropyranyloxy)iminoethyl))-4-hydroxypiperidinyl>3-pyridazinyl; 6-(4 -(4 '-acetyl - 
4 , -hydroxypiperidinyl)-3-pyridazinyl; 6-(4-( I -(isopropylcaboxymethoxy)iminoethyl))-4- 

40 25 hydroxypipcridinyl)-3-pyridyl; 6-(4-(l-(ethylcaboxymethoxy)iminoethyl))-4- 

hvdroxypiperidinyl)-3-pyridyl;6-(4-(l-(mcthylcaboxymethoxy)iminoethyl)H- 
hydroxy piperidiny l)-3 -py ridy 1 ; 6-(4-( 1 -(2-tctrahydropyrany loxy)iminoethy l))-4- 

45 hydroxypiperidinyl)-3-pyridyl; 6-(4-< 1 -(allyloxy)iminoethyl))-4-hydroxypiperidinyl)-3- 

pyridyl: 6-(4-( 1 -(ethoxy)iminoethyl))-4-hydroxypiperidinyl)-3-pyridyl; 6-(4-{ 1 - 
30 (methoxy)iminoethyl)V4-hydroxypiperidinyl)-3-pyridyl; 6-(4-(l-(hydroxy)iminoethyl))-4- 

50 
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hydroxypiperidinyl)-3-pyridyl; 6-{4-(2-tetrahydropyranyloxy)iminopiperidinyl)-3-pyridyI; 
6-(4-(isopropylcarboxymelhoxy)iminopiperidinyl)-3-pyridyl: 6-(4-hydroxy-4-( 1 -(4- 
leuahydropyranyloxy)iminoelhyl))-4-hydroxypipcridinyl)-3-yridyl; 6-(4-(3- 
butyrolactone)-4-hydroxypiperidinyl)-3-pyridyl; 6-(4-(2-butyro1actone)-4- 
hydroxypiperidiny l)-3 -pyridaziny I ; 6-(4-acetyl-4-hydroxypiperidinyl)-3-pyridyl: 6-(3- 
hydroxyazetidinyl)-3-pyridyl; 6-(cis-3-hydroxytropanyl)-3-pyridyI; 6-(cis-2,3- 
dihydroxypiperidinyl)-3-pyridyl;6-(N-methy^ 

6-(l,2,3,6-tetrahyaxopyridyl)-3-pyridyl; 6-(4-(N-4 ; methoxyphenylcarbamoyl)piperidinyl)- 
3-pyridazinyl; 6-(4-(2-butyrolactone)-4-hydroxypiperidinyI)-3 -pyridyl; 6-(trans-3.4-bis(N- 
4'-methoxyphenylcarbamoyl)pyirolidinyl>3-pyridyl; 6-(trans-3-hydroxytropanyl)-3- 
: pyridyl; 6-(S 5 S-trans-3.4-dihydroxypyrrolidinyO-3-pyridyI; 6-(R,R-trans-3,4- 
dihydroxypyrroIidinyI)-3 -pyridaziny!: 6-(R,R-trans-3.4-dihydroxypyiroIidinyl)-3-pyridyI; 
6-(8-(l-phenyl-l } 3 } 8-triaza-2-spiro[4,5]deceN-4-one>3-pyridyl; 6-(8-(l-phenyl-l,3,8- 
triaza-2-spiro[4 ; 5]deceN-4-one)-3-pyridyl; 6-(4-(2-keto- 1 -bermrnidazolinyl)piperidinyl)- 
3-pyridazinyl; 6-(4-oxothiomorphoiinyl)-3-pyridyl; 6-(4-(2-keto- 1 - 
benzimidazolinyl)piperidinyl)-3-pyridyl;6-(^^ 

pyridyl; 6-(N-methyl-N-(4-pyridylcthyl)amino)-3-pyridyl; 6-N-(3-pyridylmethyl)amino-3- 
pyridyi; 6-(2-hydroxymethylpiperidinyl)-3-pyridyl; 6-(4-hydroxy-4-(4- 
bromophenyl)piperidinyl)-3-pyridyl; 6-(4-N-(2-pyridnyi)piperazinyl)-3 -pyridyl; 6-(4-N- 
(2-hydroxyethyloxyethyl)piperazinyl)-3-pyridyl; 6-(4,4-diacetoxyethylthio)piperidinyl)-3- 
pyridyl; 6-(N-meihy-N-(3-pyridylmethyl)amino)-3 -pyridyl; 6-(4-pyrrolidinylpiperidinyl)- 
3-pyridyl; 6-(4-N-eyanomethylpiperazinyl)-3-pyridyl; 6-(3-hydroxypyrroldinyl) -3 -pyridyl; 
6-(4-methylpiperidinyl)-3-pyridyl; 6-(cis-3 ? 5-dimethylmorpholinyl)-3 -pyridyl; 6-(4,4- 
difluoropipridinyl>3-pyridyl; 6-(4.4-dioxythiomorpholinyl)-3-pyridazinyl; 6- 
thiazolidinvl-3-pyridyl; 6-(hl-dioxythiazolidinyl)-3-pyridyI; 6-thiomorphoIinyl-3- 
pyridazinyl; 6-(2,5-dihydropyrrolyi)-3 -pyridyl; 6-hydroxy-3 -pyridaziny I: 6-piperidinyl-3- 
pyridyi: and 6-(4-tetrahydrop)Tan>ioxy)iminopyrToIidiny 1-3 -pyridyl: 6-morpholinyl-3- 
pyridyl. 

In another preferred embodiment, an adenosine kinase inhibitor of the present 
invention is a compound of Formula I above, wherein R j is selected from the group 
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consisting of: (thiophene-2-yl)melhyl: (thiophene-3-yl)methyl; butyl; cycloheptyl; pcntyl; 
thiophene-2-yl; l-(3-bromophenyl)ethyl; 2-(N-phenylmethoxycarbonyi)aminophcnyl; 2- 
(3-bromophenyl)ethyI; 2-(3-cyanophenyi)methyl; 2-(4-bromophenyl)ethyl: 2-(5-chloro-2- 

10 

(thiophen-3-yl)phenyI; 2-bromophenyl; 2-furanyl; 2-mcthylpropyI; 2-phenylcthyl; 
5 phenylmethyl; 2 ? 3-dimethoxyphenyl; 2.3-methylenedioxyphenyl; 3-(ruran-2-yl)phenyl: 3- 
(thiophen-2-yl)phenyl; 3-(2-pyridyl)phenyl; 3-(3-methoxybenzyl)phenyl; 2-(3- 
15 aminopropynyl)phenylmethyl; 3-benzyloxyphenyi; 3-bromo-4-fluorophenyl; 3-bromoo- 

iodophenyl; 3-bromoo-mcthoxyphenyI; 3-bromophenyl; 3-bromophenyImethyl; 3- 
carboxamidophenyl; 3-chlorophenyl; 3-cyanophenyl; 3-diethylmalonyIaJlylphenyl; >• 

10 dimethylaminophenyl; 3-ethoxyphcnyl; 3-fluoro-5-trifluoromethylphenyl; 3-fluorophenyl; 

20 V 
" 3-hydroxyphcnyl; 3-iodophenyl; 3 -methoxyethyoxy phenyl; 3 -methoxy phenyl; 3- 

mcthylphenyl; 3-mcthylsulfonylphcnyl; 3-mcthylthiophenyl; 3-t-butylacrylphenyl; 3- 

trifloromethyoxyphenyl; 3-trifluoromethylphenyl; 3-vinylpyridinylphenyl; 3,4- 

25 dichlorophenyl; 3,4-dimcthoxyphenyI; 3,4-methylenedioxyphenyI; 3,4,5- 

15 trimethoxyphenyl; 3,5-di(trifluoromethyl)phenyl; 3,5-dibromophenyl; 3,5-dichIorophenyl; 

3,5-dimethoxyphenyl; 3, 5 -dimethyl phenyl; 4-(2-propyl)phenyl; 4-(2-propyl)oxyphenyI; 4- 

bcnzyloxyphenyl; 4-bromophcnyl; 4-bromothiophene-2-yl; 4-butoxyphenyl; 4- 

30 

dimethylaminophenyl; 4-fluoro-3-trifluoromethylphenyl; 4-mcthoxyphenyl; 4- 

neopentylphenyl; 4-phenoxy phenyl; 5-bromothiophene-2-yl; 5-cyclohexyl; 5-cyclopropyl; 
20 5-hexyl; 5 -methyl; 5-phenyl: (2-bromo-5-chioropheny!)methyl; (2-bromophenyi)methyl; 
35 (5-chloro-2-(3-methoxyphenyl)phenyl)methyl: 3-bromophenyi; 2-pyridyl; 2- 

ethoxyphenyl; 5-ethoxyphenyl; 2 ? 5-dichlorophenyl; 2,5-dimethylphenyl; 3-fluorophenyl; 

3-trifluoromethylphenyl; 5-trifluoromethylphenyl; 3,5-dicIorophenyI: 4-bromo-2-thienyl; 

3-bromo-2-thienyl; 3-cyanophenyl; 4-tetrahydropyranyI; 3-indolyI; 5-indolyl; 4-quinolyl; 
40 25 2-bromophenyl; 4-fluorophenyl; 4 ; 4-difluorocycIohexyI; 1, 1 -dimethyl- 3 -buieny I; 2,3- 

dichlorophenyl: isopropyl; and 2-triiluorophenylphenyl. 

Exemplary and preferred adenosine kinase inhibitor compounds of the invention 
^ 5 utilized in the method recited herein include the compounds listed below wherein R\ R 2 . 

K\ and R 4 are as described in Formula I in the specific compound: 

50 
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4^-(2J-Uihydroxypropyl)amino)-5-(3-bromophenyl)-7-(6-morpholinyl-3- 
pyridinyl)pyrido[2.3-d]pyrimidine, 

4-(N-(3-morpho]inyipropyl)amino)o-(3-bromophenyl)-7-(6-morpholinyi-3- 
pyridinyl)pyrido[2.3-d]pyrimidine, 

4-(N^2-(4-imidazolyl)ethyI)amino^ 
pyridinyl)pyrido[2,3-d]pyrimidine, 

4-(N-(3<arboxypropy!)amino)-5H3-bromophenyl)-7-(6-morpholinyi-3- 
pyridinyl)pyrido[2.3-d]pyrimidine, 

(SH-amino-5K3-bromophenyl)-7-(6-(0-methyI-2-hydroxymethylpyrroUdinyi)-3- 
pyridinyOpyridop^-djpyrimidine, 

(S)-4.amino-5-(3-bromophenyl)-7-(6-(2-hydroxymethylpyrrolidinyl)-3- ' r 
pyridinyl)p\Tido[2.3-d]pyrimidinc, 

4-amino-5-(2-bromophenyl)-7-(6-(4-hydroxypiperidinyl)-3-pyridinyl)pyrido[2 > 3- 
d]pyrimidine, 

4-amino-5-(4-fluorophenyl)-7-(6-(4,4-ethylenedioxypiperidinyl)-3- 
pyridin"yl)p>Tido[2,3-d]pyrimidine, 

4-amino-5-(2-bromophcnyl)-7-(6-(4-hydroxypiperidinyl)-3-pyrida2yl)pyrido[2,3- 
d]pyrimidine, 

4-amino-5-(3-bromophenyI)-7-(6-(4,4-cthyienedioxypiperidinyl)-3- 
pyridazyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)--7-(2-morpholinyt-4-thiazolyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(N-methy]-3-indolyl)-7-(6-morpholinyl-3-pyridinyl)pyrido[23 
d]pyrimidine, 

4-amino-5-(3-bromophenyI)-7-(6-(4-ethoxyiminopiperidinyl)-3- 
pyridinyi)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenylV7-(6-(4-ethoxycarbonylmethoxyiminopiperidinyl)-3- 
pyridinyl)pyrido[2.3-d]pyrimidine, 

4-amino-5-(4-dimethy!aminophenyl)-7-(4-bromophenyl)pyridof2.3-d|pyrimidine. 
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4-amino-5-(4-dimethylaminophenyl)-7-(4-dimethylaminophenyI)pyrido[2,3- 
djpyrimidine. 

4-amino-5-(4-methoxyphenyl)-7-(4.dimethylaminophcnyi)pyrido[2J- 
d]pyrimidine, 

4-amino-5-(4-dimethylaminophenyl)-7-(4-mcthoxypheny))pyrido[2,3- 
djpyrimtdine, 

4-ajnino-5K4-(2-propyl)phenyl)-7-(4-methoxyphenyI)pyrido[2,3-d]pyrimidine. 
4-amino-5-(4-neopentylphenyl)-7^4-mctto^ 

4-amino-5-(4-butyloxypheny!)-7-(4-methoxyphenyl)pyrido[2,3-d]pyrimidine, 
4-amino-5^4-methoxyphenyi)-7-(4-bromophenyl)pyrido[2.3-d]pyrimidine,^ 
4-amino-5-(4-(2-propyl)oxyphcnyl)-7-(4-methoxyphenyl)pyrido[2J-d]pyrimidine, 
■ . 4-amino-5^4-butoxyphenyl)-7-(4-N-formylpiperazinylphenyl)pyrido[2,3- 
d]pyrimidine, 

4-amino-5-(4-benzyloxypheny!)-7^4-methoxypheny0pyrido[2,3-d]pyrimidine, 
4-amino-5-(4-phenoxyphenyI)-7-(4-methoxyphenyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-(4-(2-propyi)pheny])-7-(4-dicthylmalonylaJIylphenyl)pyri 
d]pyrimidine, 

4-amino-5-(4-(2-propyl)phenyl)-7-(4-t-butylacylphenyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-(3-bromophenyl)-7-(4-dimethylaminophenyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-(3,4-dimethoxyphenyl)-7-(4«dimethylaminophenyl)pyrido[2.3- 
djpyrimidine, 

4-aminoo-(3-t-butylaco'iphenyl)-7-(4-dimethylaminophenyl)pyrido[2J- 
d|pyrimidine. 

4-amino-5<3-methoxyphenyl-7-(4Kiimethylaminopheny])pyrido[2,3-d]pyrimidine ; 
4-amino-5-(3,5-dimethoxyphenyl-7-(4-dimcthy!aminophenyl)pyrido[2.3- 
d]pyrimidine. 

4-aminoo^3^iethy]malonylal]ylphenyJ)-7-(4-dimethylaminophenyl)pyrido[2,^ 
d]pyrimidine. 

4-amino-5-(3-vinylpyridin>Mphenyl)-7-(4-dimethy[aminophenyl)pyrido[2,3- 
djpyrimidine. 



WO 00/23444 



PCTAJS99/24901 



4-amino-5-(3-triiluoromethylphenyl)-7-(4-dimeihylaminophenyi)pyrido[2,3- 
djpyrimidine. 

4-amino-5-(3-carboxamidophenyI)-7-(4-dimeihyIaminophenyl)pyrido[2.3- 
djpyrimidine. 

4-amino-5-(3-cyanophenyl)-7-(4-dimethylaminophenyi)pyrido[2 r 3-d]pyrirnidine, 
4-amino-5-{3-benzyIoxyphenyI)-7-(4-dimeihylaminophenyl)pyrido[2 > 3- 
djpyrimidine, 

4-amino-5-(3-methoxyphenyl)-7-(4-methox>-phenyl)pyridot2 ? 3-dJpyrimidine, 
4-amino-5-(3-bromophenyI)-7-(4-butoxyphenyl)pyrido[2J-d]pynmidine, 
4-amino-5-(3-(2-pyridyl)pheny])-7-(4-dimethylaminophenyl)pyrido[2 > 3- - 
djpyrimidine, 

. 4-amino-5-(3-methyiphenyl)-7-(4-dimethylam 
4-airiino-5-(3-chlorophenyl)-7-(4-dimethyl^ 

4-arnino-5-(3-fluorophenyi)-7-(4-dimethylaminophenyI)pyrido[2 ; 3-d]pyTimidine^ 
4-amino-5-(3-bromophenyl)-7-(4-methoxyphenyl)pyrido[2,3-dJpyrimidine, 
4-amino-5-(3-methoxyphenyl)-7-<4-bromophenyl)pyrido[2.3-d]pyrimidine, 
4-amino-5-(3-bromophenyl)-7-phenylpyrido [2,3-d]pyrimidine, 
4-amino-5-(3-bromophenyl>7-(4-ethylphenyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-(3-bromophenyl)-7-(4-bromophenyl)pyrido[2 t 3-d]pyrimidine > 
4-amino-5-(3-bromophenyl)-7-(4-cyanophenyl)pyrido[2.3-d]pyrimidine, 
4-amino-5-(3-bromophenyl)-7-(4-hydroxyphenyl)pyrido[2,3-d]pynmidine, 
4-amino-5-(3-iodophenyl)-7-(4-dimethylaminophenyI)pyrido[2 ) 3-d]pyrimidine, 
4-amino-5-(3-ethoxyphenyl)-7-(4-dimeihylaminophenyl)pyrido[2,3-d]pyrimidine 5 
4-amino-5-(3-trifloromethyoxyphenyl)-7-(4-dimethylaininophenyl)pyrido[2,3- 
d]pyrimidine, 

4-amino-5K3.5-dichlorophenyl)-7-(4>dimeihylaminophenyl)pyrido[2,3- 
d]pyrimidine. 

4-amino-5-(3-bromo^-fluurophenyI)-7-(4^imeth\Maminophenyl)pyrido[2,3" 
djpyrimidine. 

4-amino-5-(3Miydroxyphenyl)-7-(4-dimeThylaminophenyl)pyrido[2 ? 3-d]pyrimidine. 
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4-aminoo-(3-bromophcnyl>7-(4-morpholinyIphenyi)pyrido[2 5 3-d]pyrimidinc, 

4-a^ino-5-(3-bromophcnyl>7-(4-pipcridinyIphenyl)pyrido[2 r 3-d]pyriniidine, 

4-amino-5-(3-bromophcnyl)-7-(4-(imidazol-I-yl)phenyl)pyrido[2.J-d]pyrimidine, 

4-arnino-5-(3-broniophcnyl)-7-(4-chlorophenyl)pyrido(2.3-d]pyrimidine > 

4-amino-5-(3-bromophenyI)-7-f4-isopropylphenyl)pyrido[2.3-d]pyrinudine } 

4-amino-5-(3-brbmophenyl)-7-(4-trifluorophenyl)pyrido[2 > 3-d]pyrimidine > 

4-amino-5-(3-bromopheny])-7-(4-diethylaminophenyl)pyrido[2,3-d]pyrimidine, 

4-amino-5<3-bromophenyl)-7<3 ? 4 t 5-trimeihoxyphenyl)pyrido[2,3-d]pyrimidine t 

4-amino-5-(3«(3-methoxybenzyl)pheny))-7-(4-d^ 

d]pyrimidine, - 

4-amino-5^3-methoxyethyoxyphenyl)-7-(4-dimethylamLnophenyl)pyrido[2 i ,3- 

d]pyrimidine, 

4-aniino-5-(3 ? 4"methylenedioxyphenyl)-7^4Kiimethylaminophenyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-ethoxyphenyl)pyrido[2,3-d]pyrimidine, 
■4-amino-5-(3-bromophenyl)-7-(2 , -thiophene)pyrido[2,3-d]pyrimidine, 
4-amino-5-(3-bromophenyl)-7-(4-fluorophenyl)pyrido[2,3-d]pyrimidine. 
4-amino-5-(3-dimcthyIaminophcnyl)-7-(4-dimethylaminophenyI)pyrido[2,3- 
djpyrimidine. 

4-amino-5-phenyl-7-(4^imcthyIarninophenyl)pyrido[2 ? 3-d]pyrimidine, 
4-amino-5-(3,4 : 5-trimethoxyphcnyl)-7-(4-dimethy]aminophenyl)pyrido[2 > 3- 
d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4>nitrophenyI)pyrido[2,3-d]pyrimidine, 
4-amino-5-(3-bromophenyl)-7-(4-iodophenyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-(3-bromophenyl)-7-(3 f 4-methylenedioxyphenyl)pyrido[2,3- 
djpyrimidinc. 

4-amino-5-(thiophen-2-yl)-7-(4-morpholiny]phenyI)pyrido [2.3-d]pyrimidine ; 
4-amino-5-(3,5-dimethoxyphenyl)-7-(thiophen-2-yle)pyrido [2 ? 3-d]pyrimidine, 
4-amino-5*(3-bromophenyl)-7-(4-carboxamidophenyl)pyridof2J-d]pyrimidine. 
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4-amino-5-(3-bromophenyl)-7-(4-(2-methoxy)ethoxyphenyl)pyrido[2.3- 
d]pyrimidine. 

4-amino-5-(3.5-dimethoxyphenyl)-7-(4-morphoiinylphenyl)pyrido[2.3- 
djpyrimidine, 

4-arnino-5-(3-trifluoromethylphenyl)-7-(thiophene-2-yl)pyrido [2.3-d]pyrimidine, 
4-amino-5-(3-bromophcnyl)-7-(4-aminophenyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-(3-bromo-4-tluorophenyl)-7-(thiophene-2-yl)pyrido [2 ? 3-djpyrimidine. 
4-amino-5-(3-bromo^-fluorophenyl)-7-(2-furanyl)pyrido [2,3-d]pyrimidine, 
4-amino-5-(3,5-dimethoxyphenyl>7-(4-iodophenyl)pyrido[23-d]pyrimidine^ 
4-amino-5-(3,5-dimethoxyphenyl)-7-(4-imidazolylphenyl)pyrido[2.3-d]pyrimidine, 
4-amino-5-(3 ? 5-dimethoxyphenyI)-7-(4-(thiophene-2-yI)phcnyl)pyrido[2J- 1 
djpyrimidine, 

4-amino-5-(3,5-dimethoxyphenyl>7-(4-(3-pyridyl)phenyl)pyrido[23-d]pyrimidinc, 
4-amino-5-(3-bromophenyI)-7-(4-(4-methylpiperidinyl)phenyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-pyrrolidinyIphenyl)pyrido[2,3-dJpyrimidine, 
4-amino-5-(4-bromothiophene-)-7-(4-dimethylaminophcnyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(4-bromothiophene-2-yl)-7-(4-morpholinylphenyl)pyrido[2,3- 
djpyrimidine, 

4-morpholinyl-5-(3-bromophenyI)-7-(4-dimethylaminophenyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(5-bromothiophene-2-y])-7-(4-morpho]inylphenyl)pyrido[2.3- 
djpyrimidine, 

4-amino-5-(4-bromophenyi)-7-{4-dimelhylami™^ 

4-amino-5-(3-bromophenyl)-7-(4-(acety!amino)phenyl)pyrido[2 r 3-dJpyrimidine^ 
4-amino-5-(3-bromophenyl)-7-(4^imethylam^ 

4-amino-5-(3 ? 5-dimethoxyphenyl>7-(5-pyrimidiny]phenyl)pyrido[2J- 
djpyrimidine, 
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4-(4-fluorophenyl)amino}o-(3-bromophcnyl)-7-(4- 
dimethylaminophenyl)pyrido[2.3-d]pyrimidine. 

4-amino-5-(4-bromothiophene-2-yI)-7-(4-pyrrolidinylphenyl)pyrido[2 > 3- 
djpyrimidine. 

4-amino-5-(4-bromothiophene-2-yl)-7-(thiophene-2-yI)pyrido[2.3-d]pyrimidine, 
4-amino-5-(3-bromophenyl)-7-(5-(dimethy]amino)thiophene-2-yl)pyrido[2,3- 
djpyrimidine. 

4-amino-5-(3-bromoo-iodophenyi)-7-(4-(dimethylamino)phenyl)pyrido[2,3- 
d]pyrimidine, 

4-amino-5-(3 J 5-di(trifluoromethyl)phenyl)-7-(4-(dimethylamino)phenyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3 ! 5-di(tritluoromeihyl)phenyl)-7-(4-morpholinylphenyi)p>Tido[2,3- 
djpyrimidine, 

4-aminoO-(3 s 5-dibromophenyI)-7-(4-(dimethylaniino)phenyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3,5-dibromophenyl)-7-(4-morpholinylphenyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-(4-bromothiophene-2-yl)-7-(4-(4-methylpiperidinyl)phenyl)pyridoP 
djpyrimidine, 

4-amino-5-(3,5-dibromophenyi)-7-(4-(dimethylamino)pheny|)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(3-<dimethy^^ 
4-amino-5-(3-bromophenyl)-7 -(4 -methyl sulfas 

4-amino-5-(3-bromophenyl)-7-(3-meihoxyphenyl)pyrido[2,3 -djpyrimidine, 
4-amino-5-(3-bromophenyl)-7<4-{mcthylthio)phenyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-(3-bromophenyl)-7-(3,4-dichlorophenyl)pyrido[2.3-d]pyrimidine > 
4-amino-5-(3-bromophenyl)-7-(4-(N-met^ 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-methylaminophenyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-(3-bromo-4-fluorophenyi)-7-(4-methylsulfonylphenyi)pyrido[2,3- 
djpyrimidine. 
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4-amino-5-(3-bromophenyl)-7-(3-amino-4-mcthoxyphenyl)pyridol2.3- 
djpyrimidine, 

4-amjno-5-(3-bromophenyl)-7-(3-bromo-4-(dimcthylamino)phcnyl)pyrido[2,3- 
djpyrimidine. 

5 4-amino-5K3-bromophenyl)-7-C3-methyi-4-(dimcthyIamino)phcnyl)pyridoJ2,3- 
d]pyrimidine, 

/5 4-amino-5-(3-bromophenyl>7-(4-(>J-meihyl-N- 
trifluoroacetylamino)phenyl)pyndo[2 J 3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-(dimethylamino)-3-fluorophenyl)pyridot2 ? 3- 

10 djpyrimidine. > . J 

20 ; - 

4-amino-5-(3-bromophenyl)-7-(4-(N-ethyi-N-formylamino)phenyl)pyrido[2,3- 

djpyrimidine. 

4 t 4-bis(acetylamino)-5-(3-bromophenyl)-7-(4-(N-methyl-N- 
25 •* acetylamino)phenyl)pyrido[2,3-d]pyrimidine, 

15 4-amino-5^3-bromophenyl)-7-(4-(N-acetyl-N-methylamino)phenyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromophenyI)-7-(4-(N-ethyl^ 

30 

4-amino-5-(3-bromophenyl)-7-(4-(N-methyl-N-(2- 
methoxycthyI)amino)pheny])pyrido[2.3-d]pyrimidine J 
20 4-amino-5-(3-bromophenyl)-7-(4-(N-isopropylamino)phcnyI)pyrido[2,3- 
35 djpyrimidine, 

4-amino-5-(3-bromophenyI)-7-(4-N-ethyl-N-(2- 
methoxyethyl)amino)phenyl)pyrido[2,3 -djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-N-(3-methoxypropionyl>N-isopropyl- 
40 25 amino)phenyl)pyrido[2,3-d|pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-N-(2-(dimethylamino)ethyl)-N- 
formylainino)phcnyl)pyrido[2.3-d]pyrimidine, 
45 4-amino-5-(3-bromophenyi)-7-(4-(N-(2- 

(dimethylamino)ethyi)amino)phenyl)pyrido[2.3-dlpyrimidine ; . 

50 
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4-amino-5-(3-bromophenyi)-7-(4-(N-mcthyl-N-(2- 
cyano)ethylamino)phenyl)pyrido[2.3-d]pyrimidine. 

4-amino-5-(3-bromophcnyl)-7-(4-(N-mcthyl-N-(3- 
methoxy)propionylainino)phenyl)pyrido[2,3-d]pyrimidine, 
5 4-amino-5-(3-bromophenyI)-7-(3-methyl-4-(N-formyl-N- 
methylamino)phenyl)pyrido[2,3-d]pyrimidine. 

15 4-amino-5-(3-bromophenyl)-7-(3-methy!-4-(N-methylamino)phenyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromopheny0-7-(4-(4-methoxy-2-buty|)phenyl)pyrido[2 T 3- 
10 d]pyrimidine, J 
4-amino-5-(3-bromophenyl)-7-(4-(N-methyl-N-(2-(N- 
phthaiimidyl)acetyl)amino)phenyl)pyrido[2,3-<i]p>Timidine t 

4-amino-5-(3-bromophenyl)-7-(3-methy!-4-(N-methyl-N- 
25 -~ (trifluoroacetyI)amino)phenyI)pyrido[2 t 3-d]pyrimidine, 

1 5 4-amino-5-(3-bromophenyl)-7-(3-methyI-4-(N-acetyl-N- 
methylamino)phenyl)pyrido[2.3-d]pyrimidine, 

4-amino-5-(3>bromophenyl)-7-(6-dimethylainino-3-pyridinyl)pyrido[2»3- 

30 

d]pyrimidine, 

4-amino-5-(3-cyanophcny])-7-(4-methylsu]fonylphenyL)pyrido[2 T 3-d]pyrimidine^ 
20 4-amino-5-(3-cyanopheny])-7-(4-(N-methyl-^ 
35 d]pyrimidine. 

4-amjno-5-(3-bromophenyl)-7-(6-CN-methy]-N-formylamino)-3- 
pyridinyJ)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-morpho]inyl-3-pyridinyI)pyrido[2.3- 
40 25 d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(N-methyI-N-methoxyethy!amino)-3- 
pyridinyI)pyrido[2.3-d]pyrimidine. 
45 4-amino-5-(3-bromophenyl)-7K6-pyiTolidinyl^^ 

4-amino-5-(3-bromophenyl)-7-(2-(dimethylamino)-5-pyrimidinyl)pyrido[2.3- 
30 d]pyrimidine, 



50 
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4-amino-5-(3-bromophenyl)-7-(2-(M-methoxyethyl-N-methyl amino )-5- 
pyrimidinyl)pyrido[2.3-d]pyrimidine, 

4-amino-5-(3-bromopheny|)-7-(2-CN-formyl-N-methyi amino)-5- 
pyrimidinyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(2-CN-methyiamino)5-pyrimidinyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromophenyI)-7-(2-(l-pyiTolidinyl)-5-pyrimidiny])pyrido[2,3- 
d]pyrimidine, 

4-amino-5<3-bromophenyl)-7-(2<l-morpholiny])-5-pyrimidinyl)pyrido[2,3-. 
d]pyrimidine, 

4-amino-5<3-bromophenyI)-7-(6-(2^^ 
d]pyrimidine, 

4-amino-5-(3-bromophenylH-(2-pyridyl)pyrido[2 ? 3-d]pyrimidine, 
4-amino-5-(3-bromopheny])-7-(3-pyridyl)pyrido[2 > 3-d]pyrimidine ) 
4-amino-5-(3-(thiophen-2-yl)phenyl)-7^4^imcthylaminophenyl)pyrido[2,3- 
d]pyrimidine, 

4-amino-5-(3-(ftjran-2-yl)pheny])-7-(4-dimethylaminophenyI)pyndo[2,3- 
d]pyrimidine, 

4-amino-5-(3-(3-methoxypheriyi)phenyI)-7-(4-dimethyiaminopheny])pyndo[2J 
djpyrimidinc, 

4-amino-5-phenyl-7-(4Klimethy]aminophenyl)pyrido[2.3-d]pyrirnidine. 
4-amino-5-(3-cli!orophenyl)-7<4-(morpholinyl)phenyl)p>Tido[2 i 3-d]pyrimidine, 
4-aminO"5-(3-bromo-4-nuorophenyl)-7-(4-(morpholiny])phenyl)pyrido[2,3- 
djpyrimidine. 

4-amino-5-(3-chiorophenyl)-7-(4-iodophenyl)pyrido[2.3-d]pyrimidine ) 

4-amifio-5-(3<hlorophenyl)-7-(4-(thiophen-2-yl)phcnyl)pyridor2.3-d]pyrimidine. 

4-amino-5-(3<hlorophenyl)-7<4-(5-pyrimidinyl)phcnyl)pyndo[2 r 3^Jpyrimidine, 

4-amino-5-(3-bromo-4-nuorophenyl)-7-(4-iodophenyl)pyrido[23-d]pyrimidine ? 

4-amino-5-(4-bromothiophene-2-yI)-7-(4-methoxyphenyl)pyrido[23-d]pyrimidine. 
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4-amino-5-(3-bromopheny!)mcihyI-7-(4-(dimethylamino)phenyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(2-phenyieth>M)-7-(4Klicthylaminophen>M)pyrido[2.3-d]pynmidine. 
4-axnino-5-(2-methylprop>0)-7.(4-dicthylaminophenyl)pyrido[2 ? 3-d]pyrimidine. 
5 4-amino-5-(butyl)-7-(4-dicthylaminophenyl)pyrido[2,3-d]pyrimidine ; 

4-anuno-5-(2-(4-bromophenyl)ethyl)-7K4-diethylaminophenyl)pyrido[2J- 
7 5 djpyrimidine, 

4-arnino-5-(butyl)-7-(4-dimethy!amin^^ 
4-amino-5-(2-(3^yanophenyl)methy[)^ 
10 djpyrimidine, 

•S 

4-amino-5-(2-(N-phenylmethoxycarbonyl)aminoethyl)-7-(4- 
dim*ethyIaminophenyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(cycloheptyl)-7-(4-dimethy]aminophenyl)pyrido[2J-d]pyrimidine, 
25 4-amino-5-(2-(5-chloro-2-(thiophen-3-yl)phenylmethyI)-7-(4- 
1 5 dimethylaminophenyl)pyrido[2,3-d]pyrimidine, 

4-ammo-5-(pentyl)-7-(4-diethylaminophenyl)pyrido[2 t 3-d]pyrimidine t 
4-amino-5-hexyl-7-(4-diethy]aminophenyl)pyrido[2 7 3-dJpyrimidine, 
4-amino-5-(2-(3-bromophenyI)ethyI)-7-(4-dielhylaminophenyl)pyrido[2,3- 
djpyrimidine, 

20 4-amino-5-((2-bromophenyl)mcthyl)-7-(4-diethylaminophenyl)pyrido[2,3- 
djpyrimidinc, 

4-amino-5-cyclopropyl-7-(4Kiimcthylaminophenyl)pyrido[2,3-dJpyrimidine, 
4-amino-5-cyciohexy l-7-(4-dimethy lami nopheny l)py rido [2,3 -djpyrimidi ne, 
4-amino-5-((2-bromo-5-chlorophenyl^ 
40 25 djpyrimidine, 

4-amino-5-methyl-7-(4-diethylaminopheny0pyrido[2,3-d]pyrimidine, 
4-amino-5-(2,3-methytenedioxyphenyl)-7-(4-dimelhyiaminopheny!)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-fluoro-5-trifluoromethylphenyl)-7-{4- 
30 dimethylaminophenyl)pyrido[2.3-d]pyrimidine ; 



30 
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4-amino*5-(2-bromophenyl)-7-(4-dimethyIaminophcny!)pyrido[2.j-d]pyrimidinc, 
4-amino-5-(3.5-dimethylphenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
djpyrimidine. 

4-amino-5-(3,4-dichlorophenyl)-7-(4-dimethylaminopheny!)pyrido[2 J 3- 
djpyrimidine, 

4-amino-5-(4-fluoro-3-trifluoromethylphenyi)-7-(4- 
dimethylaminopheny))pyrido[2,3-d]pyrimidine, 

4-amino-5^3-bromo-5-methoxyphenyI)-7-(4-morphoIinylphenyl)pyrido[2,3- 
djpyrimidine. 

4-aminoo-(3-bromo-5-methoxyphenyl)-7-(4-pyiTolidinylphenyl)pyridof2;3 r 
djpyrimidine. 

' 4-aminoo-(3-bromo-5-methoxyphenyl)-7-(4-piperidiny]phenyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromo-5-methoxyphenyl)-7-(4^ 
djpyrimidine, 

4-amino-5-(3-methyUhiopheny])-7-(4-dimethylaminophenyl)pyridot2,3- 
djpyrimidine. 

4-amino-5-(3-bromo-5-methoxyphenyl)-7-(thiopte^ 

4-amino-5-(2,3-dimethoxyphenyl)-7-(4-dimethyIaminophenyl)pyrido[2,3- 
d]pyrimidine, 

4-amino-5-(3-methylsulfonyiphenyl)-7^4-dimethylaminophenyl)pyrido[2,3- 
djpyrimidine, 

4-acetylamino-5-(3-bromophenyl)-7-(4-dimcthylaminophenyl)pyrido[2 ? 3- 
djpyrimidine. 

4-formylamino-5-(3-bromophenyi)-7-(4-dim^ 
djpyrimidine, 

4-(methoxyacetyl)amino-5-(3-bromophenyl)-7-(4-diethylaminophenyl)pyrido[2,3- 
djpyrimidine, 

4-trifluoroacetylamino-5-(3-bromophenyl)-7-(4-dimethylaminophenyl)pyrido(2,3* 
djpyrimidine. 
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4-pentanoy!amino-5-(3-bromophcnyl)-7-(4-dimethy)aminophcnyl)pyrido[2,3- 
djpyrimidine. 

4-benzoy]amino-5-(3-bromophenyl)-7-(4-dimethylaminophcnyl)pyridof2,3- 
d]pyrimidine, 

4-(N-BOC-glycyl)amino-5-(3-bromophenyI>7-(4- 
dimethylaminophenyl)pyrido[2 ? 3-d]pyrimidine, 

4-(N-phthalimidylglycyl)amino-5-(3-bromophenyl)-7-(4- 
dimethylaminophenyl)pyrido[2,3-d]pyrimidine, 

4-(ethoxycarbonyl)amino-5-{3-bromophenyl)-7-(4- :. 
dimethylaminophenyI)pyrido[2.3-d]pyrimidine, 

i 

4-(ethylaminocarbonyl)amino-5-(3-bromophenyI)-7-(4- 
dimethylaminophenyl)pyrido[2,3-d]pyrimidine, 

4-alIylamino-5-(3-bromophenyl)-7-(4-dimethyIaminophenyl) pyrido[2,3- 
djpyrimidine, 

4-(2-(N,N^dimethylamino)ethylamino)-5-(4-bromophenyl)-7-(4- 
dimethylaminophenyl) pyrido[2,3-d]pyrimidine, 

4-{4-(N,N-dimethylamino)butylamino)-5-(3-bromophenyl)-7-(4- 
dimethylaminophenyl) pyrido[2,3-d]pyrimidine, 

4-(N-allyl-N-formylamino)-5-(4-dimcthylaminophenyl)-7-{4- 
bromophcnyl)pyrido[2,3-d]pyrimidinc, 

4-diacetyIamino-5-(p-dimethylaminophenyl)-7-(4- 
bromophenyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(5-amino-2-pyridyl)pyrido[2,3-d]pyrimidirie, 

4-amino-5-(3-bromophenyi)-7-(5-dimethy)amino-2> 
pyridyl)pyrido[2,3-dJpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(5-dimethylamino-2- 
pyrazinyl)pyrido[2,3-cl]pyrimidine, 

4-amino-5-(3-broniophenyl)-7-(2-oxoben2oxazolin-6-yI)pyrido[2.3-d]pyrimidine, 

4-amino-5-(3-broniophenyl)-7-(l-methyl-2-oxoben20xazolin-6- 
yi)pyrido[2.3-d]pyrimidine. 



-33- 



WO 00/23444 



PCT/US99/24901 



4-amirio-5-((5-chloro-2-(3-methoxyphenyl)phenyl)methyl)-7-<4- 
dimethylaminophenyl)pyrido[2.3-d]pyrimidine, 

4-amino-5-((thiophene-2^vl)methyl)-7-(4-diethylaminophenyi)pyrido[2.3- 
d]pyrimidine ? 

4-amino-5-((thiopheneO-yI)methyI)-7-(4-diethy!aminophenyl)pyrido[2 < 3- 
djpyrimidine. 

4-amino-5-((2-bromophenyl)methyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-(N-formyI-N-(2- 
methoxycthyl)amino)phenyl)p\Tido[2,3-d|pyrimidine, ;" 

4-amino-5-(3-bromophenyl)-7-(4-(N-(2-m^ 
djpyrimidine, 

4-amino-5-(3-bromopheny!)-7-(4-(N-methyl-N-((2- 
dimethylamino)ethyl)amino)phenyl)pyrido[2,3-d]pyrimidine > 

4-amino-5-(3-bromophenyl)-7-(4-(2- 
mcthoxy)acetylamino)ethyl)aniino)phenyl)pyrido[2.3-d]pyriiTiidine, 

4-amino-5-(3-brcmophenyl)-7-((4-formylamino)phenyl)pyndo[23-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-(2- 
(dimeihylarnino)acetylanimo)phenyl)pyrido[2,3-d]pyrimidine, 

4-aminoo-(3-bromophenyl)-7-(4-(2-oxo-3-oxazolidinyl)phenyl)pyridof2,3- 
djpyrimidine, 

4-amino-5<3-bromophenyl)-7-(6-(2-propyl)-3-pyridinyl)pyrido[2 ? 3-d]pyrimidine, 
4-amino-5-(3-bromophenyl)-7-(3-methyl-4-pyrrolidinylphenyl)pyrido[2 ) 3- 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-imidazolyl-3-pyridinyl)pyrido[2.3 -djpyrimidine, 

4-amino-5-phenyImethyl-7-(4-diethylamino 

4-amino-5-(2-(3-aminopropynyI)phenylmethyl)-7-(4- 
diethylaminophenyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(l-(3-bromophcny!)ethyl)-7K4-diethylaminophenyl)pyrido[2.3- 
djpyrimidine, 



WO 00/23444 



PCT/US99/24901 



4-amino-5-(4-Uimethylaminophenyl)-7-(4-bromophcnyl)pyrido[2.3<i]pyrirnidine, 
4-amino-5-(2-furanyl)-7-(4<N-morpholiny^^ 

4-aminoo-(3-bromophenyl)-7-(2-dimethylamino-5-pynmidinyl)pyrido[2.3- 
d]pyrimidine. 

4-aminoo-(3-bromophenyl)-7-(4-(ureido)phenyl)pyrido[2.3-d]pyrimidine. 

4-amino-5-( 1 -pheny lmethyI-3-piperidinyl)-7-(4- 
diethylaniinophenyl)pyrido[2,3-d]pyrimidinc ? 

4-amino-5-(3-bromophenyl)-7-(6-(3-methylo-isoxazolyl))-3- 
pyridinyl)pyridof2.3-d]pyrimidine, ,;. 

4-amino-5-(3-bromophcnyl)-7-(6<hloroO-p>Tidinyl)pyrido[23-d]pyrimidin?, 

4-amino-5-(3-bromophenyl)-7-(6-methoxy-3-pyridinyl)pyrido[2 t 3- 
djpyrimidine, 

4-amino-5-(3-bromopheny])-7-(6-(K2,4-triazol-4-yl>3^pyridinyl)pyrido[2,3- 
djpyrimidine, 

4-aminoo-(3-bromophenyl)-7-(2-morpholLnyI-5-pynmidinyl)pyrido[2,3< 
djpyrimidine, 

4-amLno-5-(2-lhiazolyI)-7-(4-pyrrolidinylphenyl)-pyrido[2 ? 3-d]pyriraidine, 
4-arnino-5-(3-bromophenyi)-7-(6-pyrazolyl-3-pyridinyl))-pyndo[2,3- 
d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-(l-methyl-urcido)phenyl)-pyrido[2J- 
d]pyrimidine. 

4-amino-5-(3-bromophenyl)-7-(4-(>i-methyl-N-(2-pyrimidinyl)amino)pheny^V 
pyrido^j-djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(3-fiuoro-4-(N-formyl-N-mcthylamino)phenyl)- 
pyrido[2.3-d]pyrimidine, 

4-fqrniylamino-5K3-bromophenyl)-7-(3-fluoro-4-(N-formyl-N- 
methylamino)phenyl)-pyrido[2.3-d]pyrimidine. 

4-amino-5-(3-bromophenyl)-7-(4-(N-methyl-N-methylsulfonylamino)- 
phenyl)pyrido[2,3-dJpyrimidine. 
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4-amino-5-(3-bromophen>M)-7-(6-(N-methyl-N-methylsulfonylaniino)-3- 
pyridinyl)pyrido[2.3-d]pyrimidine. 

4-amino-5-(3-bromophenylV7-(l-methyl-5-indolinyI)pyrido[2 ? 3-d]pyrimidine. 
10 4-amino-5-(3-bromophenyl)-7-(l-methyl-5-ben2imida2olyl)pyrido[2,3- 
5 d|pyrimidine. 

4-amino-5-(3-bromophenyl)-7-(6-dimethylaminoO-pyridazinyl)pyrido[2 ? 3- 
/5 djpyrimidine, 

4-amino-5-(3bromophenyi)-7-(6-morpholinyI-3-pyridazinyl)pyrido[2,3- 
d]pyrimidine, 

10 4-amino-5-(3-bromophcnyl)-7-(6-pyrrolidinyl-3-pyrida2inyl)pyrido[2,3- r 

20 djpyrimidine. 

• 4-aniino-5-(3-bromophenyl)-7-(5-morpholinyl-2-pyrazinyl)pyridot2,3- 
djpyrimidine, 

25 4-amino-5-(3-bromophenyl)-7-(5-(N-(2-methoxyethyl)-N-methyIamino)-2- 
1 5 pyraziny l)pyrido[2 ,3-d]py r imidine, 

4-amino-5-(3-bromophenyl)-7-(4-(morpholinylmethyl)-phenyl)pyrido[2,3- 
djpyrimidine, 

30 

4-amino-5-(3-bromophenyl)-7-(5-(N,N-bis(2-methoxycthyI)amino)-2- 
pyridinyl)pyrido[2,3-d]pyrimidine t 
20 4-amino-5-(3-bromophenyl)-7-(4-(irnidazolylmethyl)-phenyl)pyrido[2,3- 
35 djpyrimidine. 

4-aminoo-(3-bromophenyl)-7-(5-(t-morphoiinyl)-2-pyridinyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-((dimethy^ 
40 25 djpyrimidine. 

4-amino-5-(3-bromophenyl)-7-(5-(4-hydroxy-l-piperidinyl)-2- 
pyridinyI)pyrido[2.3-d]pyrimidine. 
45 4-amino-5-(3-bromophenyi)-7-(5-(N-forrnyl-N-methylamjno)-2- 
pyridinyl)pyrido[2,3-d]pyrimidine. 
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4-amino-5-(3-bromophenyl)-7-(5-(2-propenyl)-2-pyridinyl)pyrido[2.3- 
djpyrimidine. 

4-amino-5-(3-bromophenyl)-7-(3-(2-methoxyethyl)-2-oxo-6- 
benzoxazolyl)pyrido[2 ? 3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-(l-(N-foirnylam^ 
djpyrimidine. 

4-(methylamino)-5-(3-bromophenyl)-7-(4-diniethylaminophcnyl)pyrido[2.3- 
d]pyrimidine hydrochloride; 

4-(2-methoxyethylamino)-5-(3-bromophenyl)-7-(4- 
, dimethylaminophenyl)pyrido[2 5 3-djpyrimidine hydrochloride;- r - 

4-amino-5-(3-bromophenyl)-7-(4-( 1 -methyl-2-imidazolyl)phenyl)pyrido[2.3- 
djpyrimidine trihydrochloride; 

4-amino-5-(3-bromophenyl)-7-(4-(aniinomethyI)pheny])pyrido[2 > 3-d]pyrirnidine, 

4-amino-5^3-bromophenyl)-7-(2-bromo-4-(dim^ 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-(dimethylaminoethyl)phenyl)pyrido[2 r 3- 
djpyrimidine, 

4-amixio-5-(3-bromophenyl)-7-(4-(3-(dimethylamino)propynyl)phenyl)pyrido[2,3- 
djpyrimidine, 

4-ammo-5-(3-bromophenylV7<4<3-amino-3-m^ 
djpyrimidine, 

4-amino-5-(3-bromophenyi)-7-(4-dimethy]phosphonatophenyi)pyridof2,3- 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-(3-(methoxypropynyl)pyrido[2,3-dJpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-carboxypheny])pyridof2,3-dJpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-methyl-3-oxo-2H-4H-pyrido[3,2-b]-1.4-oxazin- 

7-yl)pyrido[2,3-d]pyrimidine. 

4-arnino-5-(3«bromophenyi)-7-(4-(2-(dimethylamino)ethyI)-3-oxo-2H-4H- 

pyrido[3.2-b]-U4-oxazin-7-yl)pyrido[2.3 -djpyrimidine. 
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4-amino-5-(3-bromopheny!)-7-(2J-dihydro-3-(dimethylaminoethyl)-2- 
oxobenzoxazol-6-yl)pyrido[2.3-d]pyrimidine. 

4-amino-5-(3-bromophenyI)-7-(4-methyl-3-oxo-2H-4H-benzO'l,4-oxazin-7- 
yl)pyridof2.3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(2,2,4-trimethyl-3-oxo-2H-4H-benzo-l,4-oxazin-7- 
yl)pyrido[2 : 3-d]pyrimidine. 

4-amino-5-cyclohcxyl-7-(4-(2-dimethylarnino)ethyl)-2H-4II-benzo-3-oxo-l,4- 
oxazin-7-y])pyrido[2.3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(5-(l-methyIethyl)-2-pyridyl)pyrido[2.3- 
djpyrimidine, f 

. 4-arnino-5-(3-bromophenyl)-7-(5-pipcridtn-l-ylpyrid-2-yl)pyrido[2,3- 
djpyrimidine. 

4-amino-5-(l-(4-bromophenyl)ethyl>-7-<6-morpholinylpyrid-3-yt)pyrido[23- 
d]pyrimidine, 

4-aminoo-(3-bromophenyl)-7-(4-((N-formylamino)methyl)phenyI)pyrido[2,3- 
djpyrimidine, 

4-arnino-5-(3-bromophenyl)-7-(4-( 1 -methyl- 1 -(N-methylamino)ethyl)phenyl)- 
pyrido[2.3-d]pyrimidine. 

4-amino-5-(3-bromophenyl)-7-(4-(l-(dimethylamino)-l- 
methylethyl)phenyl)pyrido[2.3-d]pyrimidine, 

4-ammo-5-(3-bromophenyl)-7-(N-acctyl-5-indclinyl)pyrido[2J-d]pyrimidine. 

4-amino-5-cyclohexyl-7-(6-chloro-3-pyridyl)pyrido[2,3-d]pyrimidine, 

4-amino-5Kl-(2-bromophenyl)ethyl)-7-(6-diethylamino-3'pyridyl)pyridof2,3- 
djpyrimidine, 

4-amino-5-(l-(2-bromophenyl)elhyI)-7-(6-morpholinyi-3-pyridyl)pyridof2 J 3- 
djpyrimidine, 

4-amino-5-(l-(2-bromophenyl)ethyl)-7-(4-(>l-methyUN-fonTiyl)amino)- 
phenyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-cyclohexyl-7-(6-morpholinyl-3-pyridyl)pyrido[2.3-d]pyrimidine. 
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4-amino-5-((2-bromophcnyl)mcthyl)-7-(6-morpholinyIO>pyridyl)pyrido[2.3- 
d|pyrimidtne, 

4-amino-5-(4-ietrahydropyranyl)-7-(6-morpholinyl-3-pyridyl)pyrido[2.3- 
d|pyrimidine. 

4-amino-5-cyc]ohexyI-7-(6-dimethylamino-3-pyridyl)pyrido[2J'd]pyrimidine, 

4-amino-5-(l-ethylpropyl)-7-(6-dimethylamino-3-pyridyl)pyrido[2J-d]pyrimidine, 

4-amino-5-cyclopentyI-7-(6-morpholinyi'3-pyridyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-cycIohexyl-7-(2-chloro-3-pyridyl)pyrido[2,3-d]pyrimidine, 

4-amino*5-(3 7 5-dimethylcyciohexyl)-7-(6-dimethyIamino-3-pyridyl)p)Tido[2J- 

d]pyrimidine t r 
- . 4-ajnino-5-((N-(benz>MoxycarbonylM-p^^ 

pyridyl)pyrido[2.3-d]pyrimidine, 

4-amino-5^yciohexyl-7-(6-bromo-3-pyridyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-cyclohexyl-7-(3-cyanophenyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-( 1 <2-bromophenyl)ethyl)-7-(6-dimethylamino-3- 

pyridazinyl)pyrido[2 t 3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-imidazolyl-3-pyridazinyl)pyndo[2 T 3- 

d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(azacycloheptanyI)-3-pyridazinyl)pyrido[2,3- 
djpyrimidine. 

4-aniino-5-(3-bromophenyl)-7-(6-(>J-niethyl-N-(l-niethylethyl))amino)-3- 
pyridazinyl)pyrido[2,3-d]pyrimidine. 

4-ammo-5-(^(2-bromophenyl)ethyl)-7-(6-morpholinyl-3-pyridazinyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5"Cyc]ohexyl-7-(6-(4-acetylpiperazmyl)-3-pyridyl)pyrido[2,3- 
d]pyrimidine, 

4-amino-5-cyclohexyl-7-(6-(4-acetyI- 1 ,4-diazacycloheptanyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine T 

4-amino-5-cyc]ohcxyl-7-(6-(4-mcthy!-1 .4-diazacycloheptanyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine. 
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4-amino-5-c\xlohexyl-7-(6-(N-meihyl-N-{2-(2-pyridyl)ethyl)amino>3- 
pyridyl)pyrido[2.3-d]pyrirnidine. 

4-amino-5-cyclohexyl-7-(6-2-(N-(]^^ 
pyridyl)pyrido[23-d]pyrimidine. 

4-amino-5-cyclohexyl-7>(6-azetidinyl-3-pyridyl)pyndo[2.3-d]pyrirnidine, 

4-amino-5-cyclohexyl-7-(6-(3-(N- 
methylacetamido)pyrTOlidinyl)pyridyl)pyrido[2,3-d]pyrimidine, 

4-amino-5K:yclohexyl-7-(6-(3-(fonnamido)pyrroIidinyI)pyridyl)pyrido[2,3- 
d]pyrimidinc. 

4-amino-5-cyclohexyl-7-(4-oxo-l -phenyl- 1. 3 ; 8-triazaspiro[4.5[decan-8- / 
yl)pyrido[2,3-d]pyrimidirie, 

4-amino-5-cyclohexyl-7-(6-(2-methoxymethyl)pyiTolidinM-yl)pyndyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-cyclohexyi-7-(6-(N-meihoxyethyl-N-propylamino)pyridyl)pyndo[2,3- 
dlpyrimidine, 

4-amino-5-cyclohexyl-7-(N-methyl-N-(2 > 2-dimethoxyelhyl)amino)pyrido[2,3- 
d]pyrimidine, 

4-amino-5-cyctohexyl-7-(6-(4-(dimethyIamino)piperidinyl)pyridyl)pyrido[2,3- 
d]pyrimidine r 

4-amino-5-cyclohexyl-7-(6-(4-(aminocarbonyi))piperidinyl)pyridyI)pyrido[2,3- 
d]pyrimidine, 

4-amino-5-cyclohexyt-7-(N-methyl-N^^ 
yi)pyrido[2,3-d]pyrimidine, 

4-ainino-5-cyclohexyl-7-(6-(>J-meihyl-N-(4-pyridyI)ethylamino)pyrid-3- 
yl)pyrido[2,3-d]pyrimidine, 

4-aminc^5-c\Tlohexyl-7-(6-(N-met^ 
yl)pyrido[2,3-d]pyrirnidine, 

4-amino-5-( I -(2-bromophenyl)ethyl)-7-( 1 -methyl-5-indolyl)pyrido[2,3- 
d]pyrtmidine. 
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4-amino-5-( l-(2-bromophenyl)ethyl)-7-( 1 -methyl-2 J-dioxoo-indolyl)pyrido[2,3- 
dlpyrimidine. 

4-amino-5-(3-bromopheny l)-7-(3-fluoro-4-( 1 -morpholinyl)phcnyl)pyridof2.3- 
djpyrimidine. 

4-amino-5-(3-bromophenyl)-7-(4-hydroxy-3-nitrophenyI)pyrido[2.3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4,4-ethylcnedioxypiperidinyl)-3- 
pyridyI)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyi)-7-(6-(4-oxopiperidinyl)-3-pyridyl)pyrido[2.3- 
d]pyrimidine, v 

4-amino-5-(3-bromophenyl)-7-(6-(4-formylpiperazinyl}0-pyridyI)pyridd[2;3- 
d]pyrimidine, 

4-aminoo-(3-bromophenyl)-7-(6-(4-meihylpiperazinyl)-3-pyridyl)pyrido[2,3- 
d]pyrimidine. 

4-amino-5-(3-bromophenyl)-7-(6-thiomorpholinyI-3-pyridyl)pyrido[2,3- 
d]pyrimidin; 

4-aminoo-(3-bromophenyl)-7-(6-(4 ) 4-dioxothiomorpholinyl)-3- 
pyridyl)pyrido(2,3-dJpyrimidinc > 

4-amino-5-(2-bromophenyl)-7-(6-moipho]inylo-pyndyI)pyridof23-d]pyrimidine. 

4-amino-5-(3-bromo-4-methoxyphenyl)-7-(6-moqiholinyl-3-pyridyl)pyrido[2,3- 
d]pyrimidine. 

4-amino-5-(4-bromophenyl)-7-(6-morpholiny|-3-pyridyl)pyrido|2,3-d]pyrimidine 7 
4-amino-5-(3-cWorophenyl)-7-(6-morpholinyl-3-pyridyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-(3-bromophenyl)-7-(5-chloro-6-morpholiny]-3-pyridyl)pyrido[2,3- 
d]pyrimidine. 

4-amino-5<3-bromophenyl)-7-(6-(N-oxidomorpholinyl)-3-pyridyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(N-(2-hydroxyethoxyeihyl)amino)-3- 
pyridyl)pyrido[2 } 3-d]pyrimidine, 

4-amino-5<3-bromophenyl)-7-(6-(N-(2-hydroxyelhoxyethyl)-N-formylamino)-3- 
pyridyl)pyrido[2.3-d]pyrimidine. 
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4-amino-5-(3-bromophenyl)-7-(6-(N-(2-hydroxyethoxyethyI)-3-pyridyl-N- 
oxide)pyrido[2J-d]pyrimidine. 

4-ammo-5-(3-bromophenyl)-7-(6-(3-hy^ 
djpyrimidine. 

l_(5.(4.amino-5-(3-bromophenyl)pyrido[2.3-d]pyrimidin-7-yi)-2-pyridyl)- 
piperidine-4- phosphate, disodium salt; 

4-amino-5-(3-bromophenyl)-7-(4-methyIenylpipcridinyI)-3-pyridyl)pyridol2,3- 
d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-hydroxy-4-(hydroxymcthyl)pipcridinyI)-3-v 
pyridyl)pyrido[2 r 3-d]pyrimidine, f 
• - 4-amino-5-(3-bromophenyI)-7-(6-(4,4-cthylenedioxypiperidinyI)-3- 
pyridyl)pyrido[2,3-dlpyrimidine. 

4-amLno-5-cyclohexyl-7-(6-(4-oxo-piperidinyl)-3-pyridynpyrido[23-d]pyrimidinc, 
4-amino-5-cyclohexyl-7-(6-(4-methylenylpiperidinyl)-3-pyridyl)pyridof2,3- 
djpyrimidine, 

4^N-(iminomethyl)amino-5-cyclohexyl-7-(6-dimcthy!aminoO-pyridyi)py 
djpyrimidine, 

4-allyIarnino-5-(4-bromophenyl)-7-(4-dimethylaniinopheny]) pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-hydruxypiperdinyI)0-pyridyl)pyrido[2.3- 
djpyrimidine, 

4-amino-5-(cyclohexyl)-7-(6-(4,4-ethylenedioxypiperidinyl)-3-pyridyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(2-morpholinyl-5-thiazolyl)pyrido[2,3- 
d]pyrimidine, 

4-(N-(2J-dihydroxypropyl)amino)-5-(3-bromophenyl)-7-(6-morpholinyl-3- 
pyridinyl)pyrido[2.3-d]pyrimidine, 

4-(N-(3-morpholinyipropyl)amino)-5-(3-bromophcnyO-7-(6-morphoIinyl-3- 
pyridinyl)pyrido[2.3-d]pyrimidine. 
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4-<N^(2-(4-imidazoIyl)ethyl)aniino)-5-(3-bromophenyl)-7-(6-morpholinylO- 
pyridinyl)pyrido[2,3-d]pyrimidine, 

4^N-(3<arboxypropyl)amino)-5-(3-bromophenyl)-7-(6-morpholiny]-3- 
pyridinyl)pyrido[2.3-dlpyrimidine. 
5 (SM-amino-5-(3-bramophenyl)-7-(6^0-methyl-2-hydroxymeihylpyiTolidinyl)-3- 
pyridinyl)pyrido[2,3-d]pyrimidine. 
15 (S)-4>amino-5-(3-bromophenyl)-7-(6-(2-hydroxyniethylpyrrolidinyl)-3- 
pyridinyl)pyridof2,3-dlpyrimidine, 

4-amino-5-(2-bromophenyl)-7-(6-(4-hydroxypiperidinyi)0-p>Tidinyl)pyrido(2,3- 
10 djpyrimidine, f 
- 4-amino-5-(4-fluorophenyl)-7-(6-(4,4-ethylenedioxypiperidinyl)-3- 
pyridinyl)pyrido[2,3-d]pyrimidinc, 

4-amino-5-(2-bromopheny!)-7-(6-(4-hydroxypiperidinyl)0-pyridazyl)pyrido[2,3- 
25 djpyrimidine, 

15 4-amino-5-(3-bromophenyl)-7-(6-(4,4-ethylenedioxypiperidinyl)-3- 
pyridazyl)pyrido[2,3-dJpyrimidine, 

4-ajTiino-5-(3-brornophenyl)-7-(2-morpholinyl-4-thia20Iyl)pyrido[2J- 

30 

djpyrimidine, 

4-amino-5-(N-methylO-indoIyl)-7-(6-morphoiinyl-3-pyridinyl)pyrido[2 > 3- 
20 djpyrimidine, 

35 4-amino-5-(3-bromophenyi)-7-(6-(4-ethoxyiminopiperidinyl)-3- 
pyridinyi)pyrido[2,3-d]pyrimidine. 

4-amino-5-(3-bromophenyl)-7-(6-(4-ethoxycarbonylmethoxyiminopiperidinyl)-3- 
pyridinyl)pyrido(2,3-d]pyrimidine, 
25 4-amino-5-(3-bromophenyl)-7-(-6-(4-oxopiperidinyl)-3-pyridazinyll)pyrido[2,3- 
djpyrimidine. 

4-amino-5-(3«bromophenyl)-7-(6-(4-morphoIinylirninopiperidinyl )-3- 
pyridazinyll)pyrido[2.3 -djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-((lS.4S)-2-oxao-azabicyclo[2.2.1]heptano-yl)-3- 
30 pyridazyl)pyrido[2,3-d]pyrirnidine. 
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4-amino-5-(3-bromophenyl)-7-(6-(4-methoxyiminopipcridinyl )-3- 
pyridazinyll)pyrido[2J-d]pyrimidine, 
4-amino-5-(3-bromophenyi)-7-(6-pheny^ 

4-ainino-5-(3-bromophenyI)-7-(6-(4-methoxypiperidinyl)-3-pyridyl)pyrido[2,3- 
5 djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-(4-tetraliydropyranyloxy)iminopiperidinyl )-3- 
/5 pyridazinyli)pyrido[2.3-d]pyTimidine I 

4-amino-5-(3-bromophenyl)-7-(6-isobutoxy-3-pyridaziny])pyrido[2J-d]pyrimidi 
4-amino-5-(3-bromophcnyl)-7-(6-(4-(N-methylpiperazinyl)iminopiperidinyI )-3- v 
10 pyridazinyll)pyrido[2,3-d]pyrimidine, 

4-ajnino-5-(3-bromophcny])-7<6-(4-te^^^ 
djpyrimidine. 

4-amino-5-(3-bromopheny])-7-(6-morphoIinylethoxyO-pyrida2inyll)pyrido[2J- 
2 5 djpyrimidine, 

15 4-amino-5-(3-bromophenyl)-7-(6-(4-ethoxypiperidinyi)-3-pyrida2inyll)pyrido[2,3- 
d]pyrimidine, 

4-amino-5-{3-bromophenyl)-7-(6-(4-(2-ethoxyethoxy)piperidinyl)-3- 

30 

pyridazinylOpyrido^J-djpyrimidine, 
4-amino-5-(3-bromophenyl)-7-(6-(4-(4-tetra^ 
20 pyridazinyll)p>Tido[2.3-d]pyrimidine, 
35 4-amino-5-(3-bromophenyl)-7-(6-(3-(R)-^^ 
pyridaziny]I)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl>7-(6-(3-(S)-tetrahydrofuranyloxy)pip€ridiny 
pyridaziny!I)pyrido[2,3-d]pyrimidine, 
40 25 4-amino-5-(3-bromophenyl)-7-(6-(transo-ethoxy-4-hydroxy)pyrTolidinyl)-3- 

pyrida2inyll)pyrido[2.3-dJpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(cis-3-etlioxy-4-hydroxy)pyiTolidinyl)-3- 
pyridazinyIl)pyrido[2.3-djpyrimidine ? 
4-amino-5-(3-bromophenyl)-7-(6-(trans-3-eU^^^ 
30 pyridyl)pyrido(2,3-dJpynmidine, 
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^aminoo-Cj-bromophenyO-T^d^trans-j^-bis-ethoxy^pyrroiidinyO-S- 
pyridazinyl))pyrido[2.3-d]pyrimidine. 
4-amino-5<3-bromophenylH-(6Ktrans-3.4-bis-etto^ 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6"(ciso.4-bis-ethoxy)pyrTOIidinyl)0-pyridyl)pyrido[2 y 3- 
d]pyrimidine. 

4-amino-5-(3-bromophenyl)-7-<6-(cis-3,4-bis-ethoxy)pyrrolidinyl)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidinc. 

4-amino-5-(3-bromophenyI)-7-(6-(cis-3-ethoxy-4-hydroxy)pyrrolidinyl)-3- 
pyridyl)pyrtdo[2,3-dlpyrimidine, " r 

4-amino-5-(3-bromophcnyl)-7-(6-(cis-3-amino-4-hydroxy)pyrrolidinyl)-3- 
pyridazinyll)pyndo[2,3-dlpyrimidine. 

4-amino-5-(3-bromophcny])-7-(6-(cisO-amino-4-hydroxy)pyrrolidiayl)-3- 

pyridyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(2-pyridyI)-7-(6-(l,4-dioxa-8-azasp^ 

djpyrimidine, 

4-miiino-5-(2,3-dichlorophenyl)-7-(6-morpholinyl-3-pyridyl)pyrido[2 ; 3-dJpyrimidine ) 
4-amino-5-(2-pyridyl)-7<6-morphoiinyl-3-pyridyl)pyrido[23^]pyrirnidine, 
4-amino-5-(2-ethoxyphenyl)-7-(6-(K4-dioxa-8-azaspiro[4.5]decan-8-y!)-3- 
pyridyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(2-bromc>-5-ethoxyphenyl)-7-(6-morphiolinyl-3-pyridyl)pyrido[2.3- 
d]pyrimidine, 

4-amino-5-(2,5-dichlorophenyl)-7-{6-morpholinylO-pyridyI)pyrido[2 T 3-d]pyrimidine, 

4-amino-5-(2,5-dimethylphenyI)-7-(6-morpholi^ 

4-amino-5-(3-fluorophenyl)-7-(6-morpto^^ 

4-amino-5-(3-trinuorumethylphenyl)-7-(6-morpholinyl-3-pyridyl)pyrido(2,3- 
djpyrimidine. 

4-amino-5-(3-fluoro-5-trifiuoromethylpte^ 
3 -pyridyl)pyrido[2, 3 -djpyrimidine. 
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4-amino-5-(3,5-diclorophcnyI)-7-(6-(l,4^ioxa-8-a2aspirof4.5]decan-8-yl)-3- 
pyridyl)pyrido[2.3-d]pyrimidine. 

4-amino-5-(3-bromophenyi)-7-(6-(1.5-dioxa-9-azaspiro[5.5]undecan-9-yl)-3- 
pyrida2inyli)pyndo[2 r 3-d]pyrimidine r 
5 4-amino-5-(4-bromo-2-thienyl)-7-(6-( 1 ,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3- 
pyridyl)pyrido[2.3-d]pyrimidine, 
15 4-amino-5-(3-bromophenyl)-7-(6-(4-tertbutyl)piperidinyl-3-pyridazinyU)pyndo[2.3- 
d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-N-formyl)piperidinyI-3-pyridazinylI)pyrido[2,3- 
10 d]pyrimidine. ' r 

4-arnino-5-(3-bromo-24hienyl)-7-(6-(4 ) 4-ethylenedioxypiperidinyl)-3-pyridyl^ 
d)pyrimidine, 

4-arnino-5-(3-cyanophenyl)-7-(6-morpholinyl^^ 
25 4-amino-5-(3-Bromophenyl)-7-(6-(S-0-ethyI-2-hydroxymethylpyirolidinyl)-3- 
15 pyridazinyll)pyrido[2 ? 3, 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-((2S,3S)-2,3-dimethyl-l»4-dioxa-8-a2aspiro[4.5]decan- 

30 8-yl)-3-pyridazinyl)pyrido[2,3-d]pyrimidine > 

4-amino-5-(3-bromophenyl)-7-(6-(4,4-(cis-l,2-dioxycyclopcntyl)piperidinyl)-3- 

20 pyridazinyi)pyrido[2.3-d]pyrimidine ? 

oe 4-amino-5-(3-bromophenyl)-7-(6-(4-acetyl- 1 -oxa-4,8-diazaspiro(4.5]decan-8-y ])-3- 

35 

pyridazinyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-((2R.3R)-2.3-bis(mcthoxymethyl>l,4-dioxa-8- 
azaspiro[4.5]decan-8-yl)-3-p>Tidaziny!)pyrido[2.3-d]pyriinidine, 
40 25 4-amino-5-(3-bromophenyl)-7-(6-(4,4-(cisO^ 

pyridazinyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyI)-7-(6-(3-iTiethoxy- 1 .5-dioxa-9-azaspiro[5.5]undecan-9-yl)-3- 
pyridazinyl)pyrido[2,3-d]pyrimidine, 

4-amino-S-(3-bromophenyl)-7-(6-(l,5-dioxa-3-hvdroxymethyl-9-azaspiro[5.5]undi:can-9- 
30 yl)-3-pyridazinyl)pyrido[2 ; 3-d]pyrimidine. 
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4-amino-5-(3-bromophenyi)-7-(6-(17J4-trioxa-l l-azadispiro[4.2.5.2]pentadecan-l l-yl)- 

3- pyridazinyl)pyrido[2.3-d]pyrimidine, 

4- ajnino-5-(4-tetrahydrop\Tany])-7-(6-morphoIinylO-pyridazinyll)pyrido[2.^ 
djpyrimidine, 

4-amino-5-(3-bromophenyI)-7-(6-(4-morpholinyliminopiperidinyl )-3-pyridyl)pyrido[2 ? 3- 
djpyrimidine, 

4-amino-5-(3-bromophenyI)-7-(6-(4-(N-methylpiperazinyl)iminopiperidinyI )-3- 
pyridyOpyrido^^-dJpyrimidine, 

4-amino-5-(3-bromopheny l)-7-(6-(4-( 1 ,2 T 4-triazol- 1 -yl)iminopiperidiny! )-3- 
pyridyl)pyrido[2,3-dJpyrimidine, 

4-amirio-5-(3-indolyl>-7-(6-morpholinylO-pyridyI)pyrido[2 ; 3-d]pyrimidine. 
4-amino-5-(5-indolyl)-7-(6-morpholinyl-3-pyridyl)pyrido[2J-d]pyrimidine. 
4-amino-5-(3-bromophenyl)-7-(6-(4-ethy)piperidinylcarboxylate)-3-pyridyl)pyrido[2,3- 
d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(2-phenylmethy1-3(2H)-pyridazinone-6-yl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-(moipholinylcarboxamidc)pipcridinyl)-3- 
pyridyl)pyrido[2.3-d]pyrimidine, 
4-amincH5-(3-bromophenyl)-7-(6-(4-(N-morp^ 
pyridyl)pyrido[2,3-d]pyrimidine I 

4-amino-5<3-bromophenyl)-7<6-(4-(N,N-dimethyiaminocarboxamide)piperidinyl)-3- 

pyridyl)pyrido(Z3-d]pyrimidine, 

4-amino-5-(3-bromophenyI)*7-(6-(4-(N-met^ 

3- pyridyl)pyrido[2,3 -djpyrimidine, 

4- amino-5-(4Kjuinolyl)-7-(6-morohoiinyl-3-py 

4-amino-5-(3-bromophenyl)-7-(6-(4-(N-methoxyethylcarboxamide)piperidi 
pyridyl)pyridof2.3 -djpyrimidine, 

4-aminoo-(3-bromophenyI)-7-(6-(4-hydroxymethyipiperidinyl)-3-pyridy!)pyrido[2,3- 
djpyrimidine. 
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4-aminoo-(2-bromophenyl)-7-(6-(l.4-dioxa-8-a2aspiro[4.5]dccan-8-yl)-3- 
pyridyl)pyrido[2,3-d {pyrimidine. 

4-amino-5-(2-bromophenyl)-7-(6-(4-hydroxypiperidinyl)-3-pyridyl)pyrido[2,3- 

10 

djpyrimidine. 

5 4-amino-5-(3-bromophenyl)-7-(6-(4-N-acet>lpiperaziny|)-3-pyridy|)pyrido[2,3- 
djpyrimidine. 

15 4-amino-5-(3-bromophenyl)-7-(6-(4-cyanopipcrid^^ 
4-ajnino-5-(3-bromophenyl)-7-(6-(4-N-(4-fluo^ 

djpyrimidine, y 
iO 4-amino-S-(4-fluoropheny])-7-(6-morphoImyl-3-pyridyl)pyrido[2,3-d]pyrimidi 

20 

4^mino-5-(3-bromophenyl)-7-(4-morpholinylbenzenesulfonarnide)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-N- 1 ,4-dioxa-R-azaspiro[4.5]decan-8- 
25 ylbenzenesulfonamide)pyrido[2,3 -djpyrimidine, 

15 4-amino-5-(3-bromophenyI)-7-(4-N-cyclopropylbenzenesuIfonamide)pyrido[2,3- 
d]pyrimidine, 

4-amino-5-(3-bromophcnyl)-7-(4-piperidm^ 

30 

4-amino-5-(3-bromophenyl)-7-(4^4^yanopiperidinc)benzcnesulfonamidc)pyrido[2,3- 
djpyrimidine, 

20 4-aiiiino-5-(3-bromophenyl)-7-(4-N-cyclopropytmethylbenzcnesulfonamide)pyrido[2,3- 
35 djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-N,N-dimetJiylaminobcnzcncsulfonarnide)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-N-(S)-2- 
40 25 hydroxymethylpyrrolidinebenzenesulfonamide)pyridof2,3-dlpyrimidine. 

4-amino-5-(3-bromophenyl)-7-(4-(4-hydroxypiperidine)benzenesulfonamide)pyrido[2,3- 
djpyrimidine, 

45 4-amino-5-(3-bromophenyl)-7-(4-(cis-3,5- 

dimethylmorphoiinyl)benzenesulfonamide)pyrido[2,3-d]pyrimidine. 

50 
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4-amino-5-(3-bromophenyl)-7-(3-fluoro^-thiomon^holinylphenyr)pyrido[2 l 3- 
d)pyrimidinc. 

4-amino-5-(4-tluorophenyl)-7-(6-(thiomorpholinyl)o-pyridyl)pyrido[2,3-d]pyrimidine > 

4-amino-5-{4-fluorophenyl)-7-(6-(4,4-dioxothiomorpholinyl)-3-pyridyl)pyrido[2,3- 

djpyrimidine, 

4-methoxy-5-(3-bromophenyi)-7-(6-moiphoIinyl-3-pyridyI)pyrido[2.3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-(4-dioxa-8-azuspiro[4.5]decan-8- 

ylcarboxamide)phenyl)pyrido[2,3-d]pyrimidine. 

4-amino-5-(3-bromophenyl)-7-(4-(N-cyclopropyIcarboxamide)phenyl)pyrido[2,3- y 
d]pyrimidine, ; 
4-amino-5^3-bromophenyl)-7-(4-(moipholinylcarboxamide)phenyl)pyrido[2 ! 3- 
d]pyrimidine, 

4-ainino-5-(3-bromophenyl)-7-(6-N-cyclopropylamino-3-p>Tidyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(4-(4-hydroxypiperidinylcarboxamide)phenyi)pyrido[2,3- 

djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(S)-hydroxymethylpyrro!idinyl-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophcnyI)-7-(6-(4-(2-ethoxyethoxy)piperidinyl)o-pyridyI)pyrido[2,3- 
djpyrimidine, 

4-aniino-5-(3-bromophenyl}-7-(6-hexahydropyrimidine )-3-pyridyl)pyrido[2,3- 
d]pyrimidine, 

4-amino-5-(4,4-difluorocyclohxeyl)-7-(6-(l,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3- 
pyridy l)py ridof 23 -d]py rimidine, 

4-amino-5-{3-bromophenyl)-7"(6-(S)-2-ethoxyethoxypyrroiidinyl)-3-pyridyl)pyrido[2,3- 
djpyrimidine. 

4-amino-5-(3-bromophenyl)-7-(6-(R)-2-ethoxyethoxypyrrolidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidinc, 

4-amino-5-(3-bromophenyl)-7-(6-(cis-3.4-dihydroxypyrolidinyI)-3-pyridyl)pyrido[2,3- 
djpyrimidine. 
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4-amino-5-(3-bromophenyI)-7-(6-((3aR.6aS)-2-oxo-tetrahydro-3aH.[1.3]dioxolo[4,5- 
c]pyrrol-5-yl)-3-pyridy))pyrido[2.3-djpyrimidine. 
4-amino-5-(3-bromophenyl)-7-(6-(cis-2.3-dihydroxypyrrolidinyl>3- 
pyridaziny]l)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6^S,R-2>hydroxymethyl-4-hydroxypyrTolidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine. 

4-amino-5-<3-bromophenyl)-7-(6^R-2-hydroxyrnethyl-4-pyrrolidinyl)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine. 

4-amino-5-<3-bromophcnyl)-7-(6-((lS ? 4S>2-oxa-5-azabicyclo[2 7.1jheptano-yl)-3i 
pyridyl)pyrido[2 7 3-djpyrimidine, (' 
4-amino-5-(3-hromophcnyl)-7-(6-(2-im^^ 
djpyrimidine, 

4-amino-5-( 1 , 1 -dimethy l-3-butenyl)-7-(6-moiphoiiny]-3-pyridyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-(3-bromophenyl)-7-(6-(2 t 4-dioxo-(lH T 3H)-quinazoIin-3-yI)-3- 
pyridyl)pyrido[2, 3 -djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-carboxamide-3-pyrida2inytl)pyrido[2,3-d]pyrimidine. 

4-amino-5-(3-bromophenyl)-7-(6-morphoiinylcarboxamide-3-pyridaziny]|)pyrido[2 ; 3- 

djpyrtmidine, 

4-amino-5-(3-bromophenyl)-7-(6-methoxy-3-pyridazinyil)pyrido[2J-d]pyrimidine, 

4-ammo-5-(3-bromophenyl)-7-(6-N,N-diethoxycthyiamino-3-pyridazinyll)pyridof2 r 3- 

djpyrimidine. 

4-amino-5-(3-bromophenyl)-7-(6-(4-cihoxymethyipiperidinyl)-3-pyridaziny 
djpyrimidine, 

4-amino-5-(3-bromophenyI>7-(6-(4-(4-tetrahydropyranyloxymethyl)piperi 
pyridazinyll)pyrido[2,3-d]pyrimidine ; 

4-amino-5-(3-bromophenyl)-7-(6-<4-ethoxyethoxymethylpiperidinyI)-3- 
pyridazinyIl)pyrido[2.3-d]pyrimidine 5 

4-arnino-5-(3-bromophenyl)-7-(6-N-methyl-N-K3-dioxaianemeihylamino )-3- 
pyridazinyll)pyrido[2.3-d]pyrimidine. 
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4-aminoo-(3-bromophenyl)-7-(6-(l,4-dioxaspiro[4.5]dccanyl-8-oxy)-3- 
pyridazinyl)pyrido[2.3-d]pyrirnidine. 

4-aiTiinoo-(3-bromophenyl>7-(6-dihydroxymethylmethoxyO-pyridazinyll)pyrido[2 f 3^ 
10 d]pyrimidine. 

5 4-amino-5-(3-bromopheny!)-7-(6-(3-pyridyloxy)o-py 

4-amino-5-(3-bromophenyi)-7-{6-(4,7-epoxy-7MTiethyl-2,33A,4,5,6JJa-octahydro-IH- 
75 isoindolyl)-3-pyrida2inyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-N-ethyl-N-m^ 

djpyrimidine, 

10 4-aminoo-(3-bromophenyl)-7-(6-(4-N-methyl-N-methoxyethyr)-3- K 

20 

pyrida2inyn)pyrido[2 T 3-d]pyrimidine, 

4-arnino-5-(3-brornophcnyl)-7-(6-(3,4-dimcthoxymethoxyp>TroIidinyl)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine, 
25 4-amino-5-(3-bromophenyl)-7-(6-<hcxahydro- 1 H-fttro[3,4-c]pyrrol-5«yl)-3- 

1 5 pyridazinyl)pyrido[2,3-d]pyrimidinc, 

4-amino-5-(3-bromophenyI)-7-(6-(hcxahydro-lH-f\iro[3,4-c]pyrrol-5-yl)-3- 
pyridyl)pyrido[2,3-d]pynmidine, 

4-aniino-5-(3-bromophenyI)-7-(6-(trans-3-hydroxy-4-methylpyrroUdinyl)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine t 
20 4-amino-5-(3-bromophenyl)-7-(6-(trans-3-hydroxy-4-methyipyrrolidinyI)-3- 
35 pyridyl)pyrido[2 ? 3-d]pyrimidine, 

4-amino-5-(3-bromophenyi)-7-(6-(cis-3-hydroxy-4-mcthylpyrroiidinyl)-3- 
pyridazinyll)pyrido[2,3-d]pyriniidine T 

4-amino-5-(3-bromopheny])-7-(6-(cis-3-hydroxy-4-methylpyrrolidinyI)-3- 
40 25 pyridyl)pyrido[2J-d]pyrimidine, 

4-amino-5-(3-bromophcnyl)-7-(6-(trans-3-cyano-4-hydroxylpyrrolidinyl)-3- 

pyridyl)pyrido[2,3-d]pyrimidine, 
45 4-amino-5-(3-bromophenyl)-7-(6-(3-hydroxy-4-ten-butylcarboxamidepyrrolidinyl)-3- 

pyridyl)pyrido[2.3-d]pyrimidine, 

50 
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4-amino-5-(3-bromophenyl)-7.(6KS-2-(4-tetrahydropyranyloxy)methylpyiTolidinyl)0- 
pyridazinyll)pyrido[2,3-dJpyrimidinc, 

4-amino-5-(3-bromophenyl)-7^6-(3-(4-tetrahydropyran>Ioxy)iminopyrroIidinyI)-3- 

pyridazinyll)pyrido[2,3-d]pyrimidine < 

4-amino-5-(3-bromophenyl)-7-(2-morphoIinyl-5^ 

4-amino-5-(3-bromophenyI)-7-(5-bromo-2-lhienyI)pyrido[2,3-d]pyrimidine, 
4-amino-5-(3-bromophenyl)-7<2,5Kiimelhy]-3-thienyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-(3-bromophenyl)-7-(5-chloro-2-thienyl)p>Tido[2,3-d]pyrimidine r 
4-amino-5-(3-bromophenyl)-7-(2,4-dimethyl-5-thia2oyl)pyrido[2J-d]pyrimidine, v 
4-amino-5-(3-bromophenyl)-7-(5-methyl-2-ihienyi)pyrido[23^]pyrimidine, r 
4-amino-5-(3-bromophenyl)-7-(2-furanyl)pyrido[2,3-d)pyrimidine, 
4-amino-5-(3-bromophenyl)-7-(2-(l 3 4-dioxa-8-azaspiro[4.5]decan-8-yl)-5- 
thiazoyOpyridoP^-dJpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(3-thienyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-(3-bromophenyl)-7-(3-me^ 

4-amino-5-(3-biX)mophenyl)-7-(2-morphoIinyl-4-thiazoy])pyrido[2,3Kl]pyriinidine ) 

4-amino-5-(3-bromophenyI)-7-(2-morpholiiiyM4rifluoromethy-5-thiazoyI)pyrido[2 

djpyrimidinc, 

4-amino-5-(3-bromophenyl)-7-(5-morpholinyl-2-thienyl)pyrido[2^-d]pyrimidine, 

4-aniino-5-(3-bromophenyl)-7-(4-methy]-2-moipholinyI-5-lhiazoyl)pyrido[2 f 3- 

djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(2.5-dichloro-34hienyl)pyrido[2.3-d]pyrimidine, 

4-amino-5^3-bromopheny])-7-(2,5-dimethylO^^ 

4^amino-5-(3-bromopheny])-7-(N-methy^ 

4-amino-5-(3-bromophenyl)-7-(2-N,N-dimethylamino-5-thia2oyi)pyrido[2 t 3- 
djpyrimidine, 

4-amino-5-(3-bromophcnyl)-7-(2-morphol^^ 

4-amino-5-(3-bromophenyl)-7-(2-(4,4-dioxythiomorphoiinyl)-5-thiazoyl)pyrido[2,3- 
djpyrtmidine, 
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10 



20 



4-amino-5-(3-bromophenyl)-7-(2-( I . I -dioxidothiomorpholinyl)-5-thiazoyI)pyrido[2.3- 
d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(2-moipholinyI-5>oxazoIyl)pyrido[2,3-d]pyrimidinc. 
4-amino-5-(3-bromophenyi)-7-(2-N-methyI^ 
5 d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(2-N-me^ 
15 d]pyrimidine, 

4^amino-5-(3-bromopheny!)-7-(2-N-pyrrolid^ 

4-amino-5^3-bromophenyI)-7-(2-N-methyI-N-propylamino-5-thiazoyl)pyrido[2 T 3- ■ 
10 d]pyrimidine, ' * 

44mino-5-(3-bromophenyl)-7-(2-N J N-diethylamino-5-thiazoyl)pyrido[2 .3-d]pyrimidine, 
4-amino-5-(3-bromophenyl)-7-{2-(N-methypipera7jnyl)-5-thiazoyi)pyrido[2,3- 
djpyrimidine, 

25 " 4-amino-5K3-bromophenyl)-7-(2-(N-(2-pyridyl)piperaziny0-5-thia2oyl)pyrido[2,3- 

1 5 d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(2-N-methy-N-(2-pyridylethyl)-5-thiazoyl)pyridof2,3- 
d]pyrimidine, 

30 4-amino-5-(3-bromophenyl)-7-(2-(4-oxopiper^ 

4-amino-5<3-bromophenyl)-7-(2-(4-(N-morphoIinyl)iminopiperazinyl)-5- 
20 thiazoyl)pyrido[2,3-d]pyrimidine, 

35 4-amino-5-(3-bromophenyI)-7-(6-N-morpholine-3-pyridinesulfonamide)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(2-(4-oxopiperidinyl)-5-pyrimidyi)pyrido[2,3- 
djpyrimidine, 

25 4-amino-5-(3-bromophen>i^7-(2-(4 r 4-dioxethytenepiperidinyI)-5-pyrimidyl)pyrido[2 7 3- 
d]pyrimidine. 

4-amino-5-(3-bromophenyl)-7-(5-(1.4-dioxa-8-azaspiro[4.5]decan-8-yl)-2- 
pyrazinyl)pyrido[2.3-d]pyrimidine t 
4-amino-5-(3-bromophenyl)-7-(5-(4-oxopipertf^ 



40 



45 



50 
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4-amino-5-(3-bromophenyl)-7-(6-N-cyclopropylo-pyridinesu]fonamide)pyrido[23- 
djpyrimidine. 

4-amino-5-(3-bromopheny0-7-(6-(N-l,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3- 

10 

pyridylsulfonamide)pyrido[2,3-d]pyrimidine, 
5 4-amino-5-(3-bromophenyl)-7-(2-(4-(4-tetrahydropyranyloxy)iminopiperidinyl )-5- 
pyrazinyl)pyrido[2,3-d]pyrimidme, 
15 4-amino-5-(3-bromopheny])-7-(6-(4-(phcnylmethoxy)iminopipcridinyl)-3- 
pyridy1)pyrido[2,3-d]pyrimidine 7 

4-amino-5-(3-bromophenyl)-7-(6-(4-(ten-butyloxy)iminopiperidinyl)-3- y 
10 pyridyl)pyrido[2,3-d]pyrimidine, f 

20 

4-amino-5-(3-bromophenyl)-7-(6-(4-(cyclohexyloxy)iminopiperidinyl>-3- 
pyridyl)pyrido[2.3-d]pyrimidine, 

4-amino-5-(3-bromophenyI)-7-(6-(4-hydroxyiminopiperidinyl)-3-pyridyl)pyrido[2 J 3- 
25 d]pyrimidine, 

15 4-arnino-5-(3-bromophenyl)-7-(6-(4-(4-tetrahydropyranyloxy)iminopiperidinyl)-3- 
pyridyI)pyrido[2.3-<l]pyriraidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-methoxyethoxyiminopiperidinyl)-3- 

30 

pyridyOpyridopj-dlpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-(2-thenylmethoxy)iminopiperidinyi)-3- 
20 pyridyl)pyrido[2,3-d]pyrimidine, 
35 4-amino-5-(3-bromophenyl)-7-(6-(4^4^(5 , H-2-oxyfuranyl)-4'hydroxy)piperidinyl)-3- 
pyridyl)pyrido[2,3-d]pyriimdine, 

4-ajnino-5-(3-bromophenyl)-7<6-(4-(l-(4-tetrahvdrop>Tanyloxy)tminoethyl))-4- 
hydroxypiperidinyl)-3-pyridazinyli)pyrido[2,3-d]pyrimidine. 
40 25 4-amino-5-(3-bromophenyl)-7-(6-(4-(4 J -acetyl-4 , -hydroxypiperidinyl)-3- 

pyridazinyll)pyrido[2,3-d]pyrimidine, 

4-anuno-5-(3-bromophenyl)-7-(6-(4-( 1 -(isopropylcaboxymethoxy)iminoethyI))-4- 
45 hydroxypiperidinyl)-3-pyridyl)pyrido[2,3-d]pyrimidinc, 

4-amino-5-(3-bromophenyl)-7-(6-(4-(l-(ethylcaboxymethoxy)iminoethyl))-4- 
30 hydroxypiperidinyl)-3-pyridyl)pyrido|2 ? 3-d]pyrimidine, 

50 
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4-amino-5-(3-bromophenyl)-7-(6-{4-(l-(methyIcaboxymethoxy)iminoethyI))-4- 
hydroxypiperidinyl)-3-pyridyl)pyrido[2 > 3-d]pyrimidine. 

4-amino-5-(3-bromophenyl)-7-(6-(4-(l-(2-tetrahydropyranyloxy)iminoethy 
hydroxypiperidiny])"3-pyndyl)pyrido[2,3-d]pyrimidine s 

4-amino-5^3-bromophenyI)-7-(6-(4-(l-(allyIoxy)iminoethyl))-4-hydroxypiperidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-(l-(ethoxy)iminocthy)))-4-hydroxypiperidiny!)-3- 
pyridy l)pyrido [2 .3 -d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-(l-(methoxy)iminoethyl)>4-hydroxypiperidinyi)-3- 
pyridyl)pyrido[2,3-d]pyrimidine ? r 
4-amino-5-(3-bromuphenyl)-7-(6-(4-(l-(hy^ 
pyridyl)pyrido[2.3-d]pyrimidine. 

4-amino-5-(3-brornophenyl)-7-(6-(4-(2-tetrahydropyranyloxy)imiaopiperidinyl)-3- 
py ridy l)py rido [2,3 -djpyrimi dine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-(isopropylcarboxymethoxy)iminopiperidinyl)-3- 

pyridyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyI)-7-(6-(4-hydro^ 

4-hydroxypiperidinyl)-3-pyridyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-(3-butyroIactone)-4-hydroxypiperidinyl)-3- 

pyridyt)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7^6-(4-(2-butyrolactone)-4-hydroxypiperidinyl)0 
pyridazinyU)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6^4-acetyM-hydroxypiperidinyl)0-pyridy])pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(3-hydroxyazetidinyl>3-pyridyl)pyrido[2 ? 3- 
djpyrimidine, 

4-amino-5-(3-bromopheny l)-7-(6^( 1 
pyridyl)pyrido[2,3-d]pyrimidine, 
4-ammo-5-(3-bromophenyI)-7-(6-(cis-2J-dihyd 
djpyrimidine. 
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4-amino-5-(3-bromophenyl)-7-(6-CN-methyl-N-(3-pyridylmethyl)amino)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(l,2J,6-tetrahydropyridyI)0-pyridyl)pyrido[2,3- 
d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-(N-4 : methoxyphenyIcarbamoyl)piperidinyl)-3- 
pyrida2tnyll)pyrido[2.3-d]pyriinidine, 

4-amino-5-(3-bromophenyI>7-(6-(4-(2-butyro!actone)-4-hydroxypiperidinyl)-3- 

pyridyl)pyrido[2.3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7~(6-(trans-3,4- bis(N-4'- 

methoxyphenylcarbamoyl)pyrTolidinyl)-3-pyridyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl>7-<6-((lS,5R)-3-hydro 

pyridyl)pyrido[2.3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-( 6-(S,S-trans-3,4-dihydroxypyrroIidinyl)-3- 
pyrtdyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-( 6-(R,R-trans-3 ? 4-dihydroxypyrrolidinyl)-3- 
pyrida2inyll)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-( 6-(R,R-trans-3,4-dihydroxypyrrolidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-oxo- 1 -phenyl- 1 ,3.8-triazaspiro[4.5]decan-8-yl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine, 

4-aniino-5-(3-bromophenyl)-7-(6-(l-oxa-4-oxo-4-thia-8-azaspiro[4.5]decan-8-yl)-3- 
pyridy])pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(l-oxa-4,4-dioxido-4-thia-8-azaspiro[4.5]decan-8-yl)-3- 
pyridyl)pyrido[2J-d]pyrimidme, 

4-amino-5-(3-bromophenyl)-7-(6-(4-oxo-l-phenyl-l,3,8-triazaspiro[4.5]dec-2-en-8-yl)-3- 

pyridyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-(2-ktf^^ 

pyridazinyli)pyrido[2J-d]pyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-oxoihiomorpholinyl)-3-pyrtdyl)pyrido[2,3- 
d]pyrimidine, 
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4-amino-5-(3-bromophenyl)-7-(6<4-(2-keto-l-benzimidazolinyl)piperidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine. 

4-amino-5-(3-bromophenyl)-7-(6-(N-meth>M-N-(2-pyridylethyJ)amino)-3- 
pyridyl)pyridu [2 J -djpyrimidine, 
5 4-amino-5-(3-bromt>phenyl)-7-(6-(N-methyl-N-(4-pyridylethy])amino)-3- 
pyridyl)pyrido [2.3 -djpyrimidine, 
15 4-amino-5-(3-bromophenyl)-7-(6-N-(3-pyridylmethyl)amino-3-pyridyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromophcnyl)-7-(6-(2-hydroxymrt^ 
10 djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(l-oxa-4-thia-8-azaspiro[4.5]decan-8-yl)-3- 
pyridyl)pyrido[2,3-d jpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-hydroxy-4-(4-bromophenyl)piperidinyl)-3- 
25 pyridyl)pyrido[2,3-d]pyrimidine, 

15 4-amino-5-(3-bromophenyI)-7-(6-(4-N-(2-pyridnyl)piperazinyl)-3-pyridyl)pyrido[2,3- 
djpyrimidine, 

4-ajBmo-5-(3-bromophenyl)-7-(6-(4-N-(2-hydroxyethyloxyethyi)piperazinyl)-3- 

30 

p>Tidyl)pyrido[2, 3 -djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4,4-diacetoxyethylthio)piperidinyl)-3- 
20 p>Tidyl)pyrido[2,3-dJpyrimidine, 
35 4-amino-5-(3-bromophenyl)-7-(6-(N-meihy-N-(3-pyridylmethyl)amino)-3- 
pyridyl)pyrido[2.3 -djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4-pyrTolidinylpiperidinyl)-3-pyridyl)pyrido[2,3- 
djpyrimidine, 

40 25 4-amino-5-(3-bromophenyl)-7-(6-(2-( 1 H-imidazol-4-yt)ethylamino)-3- 

pyridazinyl)pyrido[2,3-d]pyrimidine, 

4-amino-5-{3-bromophenyl)-7-(6-(4-N-cyanomethylpiperazinyl)-3-pyridyI)pyrido[2,3- 
45 djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(3-hydroxypyrToldinyl)-3-pyridyl)pyrido[2,3- 
30 djpyrimidine. 



50 



-57- 



55 



WO OU/23444 



PCT/US99/24901 



4-amino-5-(3-bromophenyl)-7-(6-(4-methylpiperidinyI)-3-pyridyl)pyrido[2,3- 
d]pyrimidine, 

4-amino-5-{3-bromophenyI)-7-(6-(cisO^ 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(4,4-dinuoropipridinyl)-3-pyridyl)pyrido[2,3- 
d]pyrimidine, 

4-amino-5-(3-bromophenyI)-7-(6-(l,l-dioxidoythiomorpholinyl)-3- 
pyridazinyl)pyrido[2,3-d]pyrtmidine, 

4-amino-5-(3-bromophenyl)-7-(6-thiazolidinyl^^ :■ 
4-amino-5-(3-bromophenyl)-7-(6-(l ,l-dioxidoythiazolidin-3-yl)-3-pyridyl)pyrid6[2,3- 
djpyrimidine, 

4-araino-5-(3-bromophenyl)-7-(6-thiomorpholinyl-3-pyrida2inyll)pyrido[2,3- 
d]pyrimidine ? 

4-amino-5-(3-bromophenyl)-7-<6-(2,5-dihydropyrrolyl)-3-pyridyl)pyrido[2,3- 
djpyrimidine, 

4-amino-5-(3-bromophenyl)-7-(6-(l,3-dioxa-8-azaspiro[4.5Jdecan-8-yl)-3- 
pyridyl)p>Tido[2,3-d]pyrimidine, 

4-amino-5<3-bromophenyl)-7-(6-hydroxy-3-pyridazinyli)pyrido[23-d]pyrimidine, 

amino-5-(2,3-dichlorophenyl)-7-(6-(l,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3- 

pyridyl)pyrido[2 r 3-d]pyrirnidine, 

4-amino-5-isopropyl-7-(6-(l,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3-pyridyi)p>Tido[2,3- 
d]pyrimidine, 

4-amino-5<3-bromophenyl)-7-(6-piperidinyU^^ 

4-amino-5-(3-bromophenyl>7-(6'(3-(4-tetrahydropyranyioxyimino)pyrroIidinyl)-3- 
pyridyl)pyrido[2.3-d]pyrimidine, and 

4-amino-5-(2-trifluorophenylphenyl)-7-(6-morpholinyl-3-pyridyl)pyrido[2,3- 
d]pyrimidine and pharmaceutical ly acceptable salts and amides thereof. In addition, the 
partially hydrogenated or fully hydrogenated versions wherein the 5,6 and/or the 7,8 
double bonds are hydrogenated of the compounds identified above are also included 
within the scope of the invention. The preferred substitution pattern on the R 3 group when 
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it is selected from, for example, a substituted aryl group, is having at least one substituent 
at the meta position. The preferred substitution pattern on the R 4 position when it is 
selected from, for example, a substituted heterocyclc or aryl group, is having at least one 
substituent at the para position. The present invention is therefore directed to compounds 
of formula I or II with the variables recited as above wherein, in the case of R 1 selected 
from substituted aryl or heterocycle groups and R* selected from substituted aryl or 
heterocycle groups, the substiuents on the R* group are meta and the substituents on the R 4 
group are para. In addition, the present invention encompasses pro-drugs of the above 
compounds which may be active in their own right or are metabolized or convertedfto the 
non pro-drug form as exemplified above. The invention is not limited to synthetic; 
versions of the claimed compounds and includes the compounds-per-se or pro-drugs or 
metabolites thereof regardless of how or where they are manufactured or made. 



Definitions of Terms 

The term "alkenyl," as used herein, refers to a straight or branched chain 
hydrocarbon containing from 2 to 6 carbons and containing at least one carbon-carbon 
double bond formed by the removal of two hydrogens. Representative examples of 
alkenyl include, but are not limited to, ethenyl, 2-propenyl, 2-methyl-2-propenyl, 3- 
butenyl, 4-pentenyl, 5-hexenyl, and the like. 

The term "alkenyloxy," as used herein, refers to an alkenyl group, as defined 
herein, appended to the parent molecular moiety through an oxy moiety, as defined herein. 
Representative examples of alkenyloxy include ; but are not limited to, 2-propenyloxy, 2- 
methyl-2-propenyloxy, 3-butenyloxy, 4-pentenyloxy, and the like. 

The term "alkenyloxyimino," as used herein, refers to an alkenyloxy group, as 
defined herein, appended to the parent molecular moiety through an imino moiety, as 
defined herein. Representative examples of alkenyloxyimino include, but are not limited 
to, 2-propenyloxyimino, 2-melhyl-2-propenyioxyimino. 3-butenyloxyimino, 4- 
pentenyloxyimino, and the like. 

The term "alkenyloxyiminoalkyl." as used herein, refers to an alkenyloxyimino 
group, as defined herein, appended to the parent molecular moiety through an alkyl group, 
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as defined herein. Representative examples of alkenyloxyiminoalkyl include, but are not 
limited to, propen-2-yloxyiminomethyt, 2-[2-methylpropen-2-yloxyimino]ethyI, 2-[buten- 
3-yloxyimino]ethyl, 3-[penten-4-yloxyimino]propyL and the like. 

The term "alkoxy," as used herein, refers to an alkyl group, as defined herein, 
appended to the parent molecular moiety through an oxy moiety, as defined herein. 
Representative examples of alkoxy include, but are not limited to, methoxy, ethoxy, 
propoxy, 2-propoxy, butoxy, tert-butoxy, pentyloxy, hexyloxy and the like. 

The term "alkoxyalkoxy," as used herein, refers to an alkoxy group, as defined 
herein, appended to the parent molecular moiety through another alkoxy group, as defined 
herein. Representative examples of alkoxyalkoxy include, but are not limited to, tert- 
butoxy methoxy, 2-ethoxyethoxy, 2-methoxyethoxy, methoxymethoxy, and the like. 

The term "alkoxyalkoxyalkyl," as used herein, refers to an alkoxyalkoxy group, as 
defined herein, appended to the parent molecular moiety through an alkyl group, as 
defined herein. Representative examples of alkoxyalkoxyalkyl include, but arc not limited 
to, 2-(tert-butoxymethoxy)ethyl 1 4-(2-ethoxyethoxy)butyl, 4-(2-methoxyethoxy)butyl, 2- 
(methoxymethoxy)ethyl, and the like. 

The term "alkoxyalkoxyimino," as used herein, refers to an alkoxyalkoxy group, as 
defined herein, appended to the parent molecular moiety through an imino group, as 
defined herein. Representative examples of alkoxyalkoxyimino include, but are not 
limited to ? ten-butoxyrnelhoxyimino, 2-(ethoxy)ethoxyimino, (2-methoxy)ethoxyimino, 
methoxymethoxyimino. and the like. 

The term "alkoxy alkyl," as used herein, refers to an alkoxy group, as defined 
herein, appended to the parent molecular moiety through an alkyl group, as defined herein. 
Representative examples of alkoxyalkyl include, but are not limited to, tert-butoxymethyl, 
2-ethoxyethyl, 2 -methoxy ethyl, methoxymethyl, and the like. 

The term "alkoxyalkynyl," as used herein, refers to an alkoxy group, as defined 
herein, appended to the parent molecular moiety through an alkynyl group, as defined 
herein. Representative examples of alkoxyalkynyi include, but are not limited to, 3- 
(methoxy)propyn-l-yl, 4-(ethoxy)butyn- 1 -yl, and the like. 
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The term "alkoxyalkylcarbonyl," as used herein, refers to an alkoxyalkyl group, as 
defined herein, appended to the parent molecular moiety through a carbonyl group, as 
defined herein. Representative examples of alkoxyalkylcarbonyl include, but are not 
limited to, 2-(ethoxy)ethylcarbonyl, 2-(methoxy)ethylcarbonyl, and the like. 

The term "alkoxycarbonyl," as used herein, refers to an alkoxy group, as defined 
herein, appended to the parent molecular moiety through a carbonyl group, as defined 
herein. Representative examples of aJkoxycarbonyl include, but are not limited to, tert- 
butoxycarbonyl, ethoxycarbonyl, methoxycarbonyl, and the like. 

The term "alkoxycarbonylalkenyl," as used herein, refers to one or two 
alkoxycarbonyl groups, as defined herein, appended to the parent molecular moiety 
through an alkenyl group, as defined herein. Representative examples of 
alkoxycarbonylalkenyl include, but are not limited to. 3-(methoxycarbonyl)propen-t-yl, , 
4-(ethoxycarbonyl)buten-2-yI, 4-bis(ethoxycarbonyl)buten-2-yl, and the like. 

The term "alkoxycarbonylalkoxy" as used herein refers to an alkoxycarbonyl 
group, as defined herein, appended to the parent molecular moiety through an alkoxy 
group. Representative examples of alkoxycarbonylalkoxy include 
methoxycarbonylmethoxy, ethoxycarbonyl methoxy, 2-(methoxycarbonyl)ethoxy, and the 
like. 

The term "alkoxycarbonylalkoxyimino," as used herein refers to an 
alkoxycarbonylalkoxy group, as defined herein, appended to the parent molecular moiety 
through an imino group. Representative examples of alkoxycarbonylalkoxyimino include 
ethoxycarbonylmethoxyimino, 2-(methoxycarbonyl)ethoxyimino. and the like. 

The term "alkoxycarbonylalkoxy iminoalkyl," as used herein refers to an 
alkoxycarbonylalkoxyimino group, as defined herein, appended to the parent molecular 
moiety through an alkyl group. Representative examples of 

alkoxycarbonylalkoxyiminoalkyl include 2-(ethoxycarbonylmethoxyimino)ethyl, 2-[2- 
(methoxycarbonyl)ethoxyimino]elhyl, and the like. 

The term "alkoxycarbonylalkyl," as used herein, refers to an alkoxycarbonyl group, 
as defined herein, appended to the parent molecular moiety through an alkyl group, as 
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defined herein. Representative examples of alkoxycarbonylalkyl include, hut are not 
limited to, 3-(methoxycarbonyl)propyl, , 4-(ethoxycarbonyl)butyl, and the like. 

The term "alkoxyimino," as used herein, refers to an alkoxy group, as defined 
herein, appended to the parent molecular moiety through an imino group, as defined 
herein. Representative examples of alkoxyimino include, but are not limited to, 
ethoxyimino, methoxyimino, propoxyimino, isopropoxyimino, and the like. 

The term "alkoxyiminoalkyl," as used herein, refers to an alkoxyimino group, as 
defined herein, appended to the parent molecular moiety through an alkyl group, as 
defined herein. Representative examples of alkoxyiminoalkyl include, but are not limited 
to, 2-(ethoxyimino)ethyl, 2-(methoxyimino)ethyl, 2-(propoxyimino)ethyI, 2- r 
(isopropoxyimino)ethyl, and the like. 

The term "alkyl," as used herein, refers to a straight or branched chain hydrocarbon 
containing from I to 6 carbon atoms. Representative examples of alkyl include, but are 
not limited to. methyl, ethyl, n-propyl, iso-propyl, n-butyl, sec-butyl, iso-butyl, tert-butyl, 
n-pentyl, isopentyl, neopentyl, n-hexyl, and the like. 

The term "alkylene/' denotes a divalent group derived from a straight or branched 
chain hydrocarbon of from 1 to 3 carbon atoms. Representative examples of alkylene 
include, -CH r , -CH,CH r , and -CH,CH 2 CH r . 

The term "alkylcarbonyl," as used herein, refers to an alkyl group, as defined 
herein, appended to the parent molecular moiety through a carbonyl group, as defined 
herein. Representative examples of alkylcarbonyl include, but are not limited, 
methylcarbonyl (acetyl), ethylcarbonyl, and the like. 

The term "alkylcarbonyloxy," as used herein, refers to an alkylcarbonyl group, as 
defined herein, appended to the parent molecular moiety through an oxy group, as defined 
herein. Representative examples of alkylcarbonyloxy include, but are not limited, 
methylcarbonyloxy, ethylcarbonyloxy, and the like. 

The term " alkyl carbonyloxyalkoxy," as used herein, refers to an alkylcarbonyloxy 
group, as defined herein, appended to the parent molecular moiety through an alkoxy 
group, as defined herein. Representative examples of alkylcarbonyloxyalkoxy include, but 
are not limited, 2-(methylcarbonyloxy)ethoxy, 3-(ethylcarbonyloxy)propoxy. and the like. 
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The term "alkylcarbonyloxyalkyl," as used herein, refers to an alkylcarbonyloxy 
group, as defined herein, appended to the parent molecular moiety through an alkyl group, 
as defined herein. Representative examples of alkylcarbonyloxyalkyl include, but are not 
limited, 2-(methylcarbonyloxy)ethyl, 3-(ethy!carbonyloxy)propyi, and the like. 

The term "alkylcarbonyloxyalkylthio," as used herein, refers to an 
alkylcarbonyloxyalkyl group, as defined herein, appended to the parent molecular moiety 
through a thio moiety, as defined herein. Representative examples of 
aikylcarbonyloxyalkylthio include, but are not limited, 2- 

(methylcarbonyloxy)ethylsulfanyl, 3-(ethylcarbonyloxy)propylsulfoanyl, and the like. 
The term "alkylsulfonyl," as used herein, refers to an alkyl group, as defined 

i." 

herein, appended to the parent molecular moiety through a sulfonyl group, as defined 
herein. Representative examples of alkylsulfonyl include, but are not limited, 
methylsulfonyl, ethylsulfonyl, and the like. 

The term "alkylthio," as used herein, refers to an alkyl group, as defined herein, 
appended to the parent molecular moiety through a thio moiety, as defined herein. 
Representative examples of alkylthio include, but are not limited, methylsulfanyl, 
ethylsulfanyl, tert-butylsulfanyl, hexyisulfanyl, and the like. 

The term "alkylthioalkyl," as used herein, refers to an alkylthio group, as defined 
herein, appended to the parent molecular moiety through an alkyl group, as defined herein. 
Representative examples of alkylthioalkyl include, but are not limited, 
methylsulfanylmethyl, 2-(ethylsulfanyI)ethyl, and the like. 

The term "alkynyl," as used herein, refers to a straight or branched chain 
hydrocarbon group containing from 2 to 6 carbon atoms and containing at least one 
carbon-carbon triple bond. Representative examples of alkynyl include, but are not 
limited, to acetylenyl, l-propynyl, 2-propynyl, 3-butynyl, 2-pcntynyl, t-butynyl and the 
like. 

The term "amino," refers to an -NZ,Z 2 group wherein Z s and Z 2 are appended to the 
parent molecular moiety through a nitrogen atom. Z, and Z 2 are independently selected 
from hydrogen, alkyl, aikylcarbonyl, benzyl, cycloalkyl, cycioalkylalkyl, formyl, and 
phenyl. Representative examples of -NZ,Z 2 include, but are not limited to, amino. 
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benzylamino, mcthylamino, acetylamino. acetylmcthylamino, cyclopropylamino. 
cyclopropylmethylamino. dimethylamino, phenylamino, and the like. 

The term "aminoalkyl," as used herein, refers to an amino group, as defined herein, 
appended to the parent molecular moiety through an alkyl moiety, as defined herein. 
Representative examples of aminoalkyl include, but are not limited, 3-aminopropyl, 4- 
dimethylaminobutyl, and the like. 

The term "aminoalkylcarbonyl," as used herein, refers to an aminoaJkyl group, as 
defined herein, appended to the parent molecular moiety through a carbonyl moiety, as 
defined herein. Representative examples of aminoalkylcarbonyl include, but are not 
limited. 3-(amino)propylcarbonyl, 4-(dimethyI ami no)butyl carbonyl, and the like. ., 

The term ,, aminoalkynyl, ,, as used herein, refers to an amino group, as defined 
herein, appended to the parent molecular moiety through an alkynyl moiety, as defined 
herein. Representative examples of aminoalkynyl include, but are not limited, 3- 
(amino)propyn-l-yl, 4-(dimethylamino)butyn-l-yl, and the like. 

The term "amino-protecting group" or "N-protecting group/'refers to groups 
intended to protect an amino group against undersirable reactions during synthetic 
procedures. Commonly used nitrogen-protecting groups are disclosed in Greene, T. W., & 
Wuts, P. G. M. (1 991). Protectective Groups In Organic Synthesis (2nd ed.). New York: 
John Wiley & Sons. Preferred nitrogen-protecting groups are formyl, acetyl, benzoyl, 
pivaloyl, t-butylacetyl, phenylsulfonyl, benzyl, t-butyloxycarbonyl (Boc), and 
benzyloxycarbonyl (Cbz). 

The term "aminosulfonyl," as used herein, refers to an amino group, as defined 
herein, appended to the parent molecular moiety through a sulfonyl moiety, as defined 
herein. Representative examples of aminosulfonyl include, but are not limited, 
aminosulfonyl, dimetylaminosulfonyl, diethylaminosulfonyl, and the like. 

The term "aryl," as used herein, refers to a monocyclic-ring system, or a bicyclic- 
fused ring system wherein one or both of the fused rings are aromatic. Representative 
examples of aryl include, but are not limited to, azulenyl. indanyl, indenyl, naphthyl, 
phenyl, tetrahydronaphthyl, and the like. 
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The aryl groups of this invention can be substituted with 1. 2. or 3 substituents 
independently selected from alkenyL alkenyloxy, alkenyloxyimino, alkenyloxyiminoalkyl. 
alkoxy, alkoxyalkoxy, alkoxyalkoxyaikyl, alkoxyalkoxyimino, alkoxyalkyl, 
alkoxyalkynyl, alkoxycarbonyl, alkoxycarbonyialkenyl, alkoxycarbonylalkyl, 
alkoxycarbonyl alkoxy imino, alkoxycarbonylalkoxyiminoalkyl, alkoxyimino. 
alkoxyiminoalkyl, alkyl, alkylcarbonyl, alkylcarbonyloxy, alkylcarbonyloxyalkoxy, 
alkylcarbonyloxyalkyl, alkylcarbonyloxyalkylthio, alkylsulfonyl, alkylthio, alkylthioalkyl, 
aminoalkynyl, aminosulfonyl, azido, carboxy, carboxyalkyl, cyano, cyanoalkyl, 
cycloalkyl, cycloalkylalkoxy, cycloalkylalkyl, cycloalkyloxy, cycloalkyloxyimino,.-. 
ethylenedioxy, formyl, formylalkyl, haloalkyl, haloalkylcarbonyl, halogen, hydroxy, 
hydroxyalkoxy, hydroxyalkoxyalkyL hydroxyalkyl, hydrbxyimino, hydroxyiminoalkyl, 
methyienedioxy, methylenyl, nitro, oxo, l-phenyl-l,3,8-triazaspiro[4.5]decan-4-one, 1- 
phenyl- 1 t 3,8-triazaspiro[4.5]dec-2-en-4-one, phosphonato, spirocycle, 
(spirocycle)spirocycle, thioureylene, ureylene, -NZ I2 Z„, (NZ 12 Z l3 )alkyl, 
(NZ 12 Z, 3 )carbonyl, and (NZ, 2 Z l3 )carbonyloxy wherein Z l2 and Z„ are independently 
selected from hydrogen, alkoxyalkyl, alkyl, alkylcarbonyl, alkylsulfonyl, 
aminoalkylcarbonyl, aminosulfonyl, aryl, arylalkyl. arylalkyicarbonyl, cyanoalkyl, 
cycloalkyl, cycloalkylalkyl, formyl, haloalkylcarbonyl, heterocycle, heterocyclealkyi, 
heterocyclealkylcarbonyl, heterocyclesulfonyl, and (NZ l4 Z, 3 )alkyl wherein Z H and Z l5 are 
independently selected from the group consisting of hydrogen, alkoxyalkoxyaikyl, 
alkoxyalkyl, alkoxyaikylcarbonyl, alkyL alkylcarbonyl, formyl. heterocycle, and 
hydroxyalkoxyalkyL 

The term "arylalkoxy." as used herein, refers to an aryl group, as defined herein, 
appended to the parent molecular moiety through an alkoxy group, as defined herein. 
Representative examples of arylalkoxy include, but are not limited to, 2-phenylethoxy } 3- 
naphth-2-ylpropoxy, 5-phenylpentyIoxy, and the like. 

The term "arylalkoxycarbonyl," as used herein, refers to an ary lalkoxy group, as 
defined herein, appended to the parent molecular moiety through a carbonyl group, as 
defined herein. Representative examples of aryl alkoxycarbonyl include, but are not 
limited to. benzyloxycarbonyl, naphth-2-ylmethoxycarbonyl, and the like. 
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The term "arylalkoxyimino." as used herein, refers to an arylalkoxy group, as 
defined herein, appended to the parent molecular moiety through an tmino group, as 
defined herein. Representative examples of arylalkoxyimino include, but are not limited 
to, 2-phenylethoxyimino. 3-naphth-2-ylpropoxyimino, 5-phenylpentyloxyimino, and the 
5 like. 

The term "arylalkyl." as used herein, refers to an aryl group, as defined herein, 
75 appended to the parent molecular moiety through an alkyl group, as defined herein. 

Representative examples of arylalkyl include, but are not limited to, benzyl, 2-phenylethyl, 
3-phcnylpropyI, 2-naphth-2-ylethyl, and the like. 
10 The term "(aryl)alkyl," as used herein, refers to an aryl group, as defined herein, 

. •'' appended to the parent molecular moiety through another aryl group, as defined herein. 
Representative examples of (aryl)aryl include, but are not limited to, biphenyL 4'- 
methoxybiphenyl, and the like. 
25 " The term "aryloxy," refers to an aryl group, as defined herein, appended to the 

1 5 parent molecular moiety through an oxy moiety, as defined herein. Representative 
examples of aryloxy include, but are not limited to, phenoxy, naphthyloxy, 4- 
chlorophenoxy, 4-methylphenoxy, 3.5-diraethoxyphenoxy, and the like. 

30 

The term "azido," as used herein, refers to a -N 3 group. 
The term "carbonyl," as used herein, refers to a -C(O)- group. 
20 The term "carboxy," as used herein, refers to a -C0 2 H group. 

35 The term "carboxyalkyl." as used herein, refers to a carboxy group, as defined 

herein, appended to the parent molecular moiety through an alkyl group, as defined herein. 
Representative examples of carboxyalkyl include, but arc not limited to, carboxymethyl, 
2-carboxy ethyl, 3-carboxypropyl, and the like. 
40 25 The term " cyano,'' as used herein, refers to a -CN group. 

The term "cyanoalkyl," as used herein, refers to a cyano group, as defined herein, 
appended to the parent molecular moiety through an alkyl group, as defined herein. 
45 Representative examples of cyanoalkyl include, but are not limited to. cyanomethyl, 2- 

cyanoethyl, 3-cyanopropyl, and the like. 
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The term "cycloaikyl," as used herein, refers to a saturated cyclic hydrocarbon 
group containing from 3 to 8 carbons. Representative examples of cycloaikyl include 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohcxyl, cycloheptyl, cyclooctyl and the like. 

The cycloaikyl groups of this invention can be substituted with 1 or 2 substituents 
5 independently selected from alkenyl. alkenyloxy, aJkenyloxyimino, alkenyloxyiminoalkyl, 
alkoxy, alkoxyalkoxy, alkoxyalkoxyalkyl, alkoxyalkoxyimino, alkoxyalkyl, 
15 aJkoxyalkynyl, aJkoxycarbonyl, alkoxycarbonylalkenyl, alkoxycarbonylalkyl, 

alkoxycarbonylalkoxyimino, aJkoxycarbonylalkoxyiminoaikyl, alkoxyimino. 
alkoxyiminoalkyl, alky], alkylcarbonyl, alkylcarbonyloxy, alkylcarbonyloxyaJkoxy, . 

10 alkylcarbonyloxyalkyl, alkylcarbonyloxyalkyhhio, alkylsulfonyl, alkylthio, alkylthioalkyl, 

20 •' 
• aminoalkynyl, aminosulfonyl, azido, carboxy, carboxyalkyl, cyano. cyanoalkyl, 

cycloaikyl, cycloalkylalkoxy, cycloalkylalkyl, cycloalkyioxy, cycioalkyloxyimino. 

ethylenedioxy, formyl, formylalkyl, haloalkyl, haloalkyicarbonyl. halogen, hydroxy, 

25 <-~ hydroxy alkoxy, hydroxyalkoxyalkyl, hydroxyalkyl, hydroxy imino.. hydroxy irninoalkyl, 

15 methylenedioxy, methylenyl, nitro, oxo, l-phenyl-l,3,8-triazaspiro[4.5]decan-4-one, 1- 

phenyl-l,3,8-triazaspiro[4.5]dec-2-en-4-one, phosphonato, spirocycle, 

(spirocycle)spirocycle, thioureylene, ureyiene, -NZ l2 Z l3 , (NZ, 2 Z u )alkyI, 

(NZ, : Z, 3 )carbonyl, and (NZ n Z l3 )carbonyloxy wherein Z 12 and Z, 3 are independently 

selected from hydrogen, alkoxyalkyl, alkyl, alkylcarbonyl, alkylsulfonyl, 

20 aminoalkylcarbonyl, aminosulfonyl, aryl, arylalkyl, arylalkylcarbonyl, cyanoalkyl. 

cycloaikyl, cycloalkylalkyl, formyl, haloalkylcarbonyl, heterocycle, heterocyclealkyl, 

heterocyclealkylcarbonyl, heterocyclesulfonyl, and (NZ M Z„)aIkyl wherein Z M and Z, 5 arc 

independently selected from the group consisting of hydrogen, alkoxyalkoxyalkyL 

alkoxyalkyl, alkoxyaikylcarbonyl, alkyl, alkylcarbonyl, formyl, heterocycle, and 

40 25 hydroxyalkoxyalkyl. 

The term "cycloalkylalkoxy," as used herein, refers to cycloaikyl group, as defined 

herein, appended to the parent molecular moiety through an alkoxy group, as defined 

herein. Representative examples of cycloalkylalkoxy include, but are not limited to. 

cyclopropylmethoxy, 2-cyclobutylethoxy, cyclopentyl methoxy, cyclohexylmethoxy, 4- 

30 cycloheptylbutoxy, and the like. 
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The term "cycloalkylalkyl," as used herein, refers lo cycloalkyl group, as defined 
herein; appended to the parent molecular moiety through an alkyl group, as defined herein. 
Representative examples of cycloalkylaJkyl include, but are not limited to, 
cyclopropylmethyl, 2-cyclobutylethyl, cyelopentylmethyl, cyclohexylmethyl and 4- 
cycloheptylbutyl, and the like. 

The term "cycloalkylcarbonyl," as used herein, refers to cycloalkyl group, as 
defined herein, appended to the parent molecular moiety through a carbonyl group, as 
defined herein. Representative examples of cycloalkylcarbonyl include, but are not 
limited to, cyclopropylcarbonyl, 2-cyclobutyicarbonyl, cyclohexylcarbonyl. and the .like. 

The term "cycloalkyloxy," as used herein, refers to cycloalkyl group, as defined 
herein, appended to the parent molecular moiety through an oxy moiety, as defined herein. 
Representative examples of cycloalkyloxy include, but are not limited to, cyclopropyloxy, 
cyclopentyloxy, cyclohexyloxy, and the like. 

The term "cycioalkyloxyimino," as used herein, refers to cycloalkyloxy group, as 
defined herein, appended to the parent molecular moiety through an imino group, as 
defined herein. Representative examples of cycioalkyloxyimino include, but are not 
limited to, cyclopropyloxyimino. cyclopentyloxyimino, cyclohexyloxyimino, and the like. 

The term "ethylenedioxy," as used herein, refers to a -OCH(R 20 )CH(R 2 ,)O- group 
wherein the oxygen atoms of the ethylenedioxy group arc attached to the parent molecular 
moiety through one carbon atom forming a 5 membered ring or the oxygen atoms of the 
ethylenedioxy group are attached to the parent molecular moiety through two adjacent 
carbon atoms forming a six membered ring. R^ and R ;| are independently selected from 
hydrogen and alkyl or R, 0 and R :i together with the carbon atoms to which they are 
attached can join to form a 5 or 6 membered ring optionally containing 1 hcteroatom 
selected from NH. O, or S. Representative examples of ethylenedioxy include, but are not 
limited to, 3 } 5-dimethyl-l,2-cyciopemanediol, tetrahydro-3.4-furandiol, 1,2- 
cyclopentanediol, and the like. 

The term "formyl," as used herein, refers to a -C(0)H group. 

The term "formylaJkyl." as used herein, refers to a formyl group, as defined herein, 
appended to the parent molecular moiety through an alkyl group, as defined herein. 



-68- 



WO 00/23444 



PCT/US99/24901 



Representative examples of forniylalkyi include, but are not limited to, formylmethyL 2- 
formylethyl, and the like. 

The term "halo" or "halogen," as used herein, refers to -CI, -Br, -I or -F. 

The term "haloaLkoxy," as used herein, refers to at least one halogen, as defined 
herein, appended to the parent molecular moiety through an alkoxy group, as defined 
herein. Representative examples of haloalkoxy include, but are not limited to. 
chloromethoxy, 2-fluoroethoxy, trifluoromethoxy, pentafluoroethoxy, and the like. 

The term "haloalkyl," as used herein, refers to at least one halogen, as defined 
herein, appended to the parent molecular moiety through an alkyl group, as defined herein. 
Representative examples of haloalkyl include, but are not limited to, chJoromethyl, 2- 
fluoroethyl, trifluoromethyl, pentafluoroethyl, 2-chloro-3-fluoropentyl, and the like. 

- - The term "haloalkylcarbonyl," as used herein, refers to a haloalkyl group, as 
defined herein, appended to the parent molecular moiety through a carbonyl group, as 
defined herein. Representative examples of haloalkylcarbonyl include, but are not limited 
to, 2-fluoroethylcarbonyl, trifluoromethylcarbonyl, pentafluoroethylcarbonyl, and the like. 

The term "heterocycle" as used herein, refers to a monocyclic, bicyclic, or tricyclic 
ring system. Monocyclic ring systems are exemplified by any 3- or 4-membered ring 
containing a heteroatorn independently selected from oxygen, nitrogen and sulfur; or a 5-, 
6- or 7-membered ring containing one, two or three heteroatoms wherein the heteroatoms 
are independently selected from nitrogen, oxygen and sulfur. The 5-membered ring has 
from 0-2 double bonds and the 6- and 7-membered ring have from 0-3 double bonds. 
Representative examples of monocyclic ring systems include, but are not limited to, 
azetidinyl, azepinyl, aziridinyl, diazepinyi, 1,3-dioxolanyK dioxanyL dithianyL furyl, 
imidazolyi, imidazolinyl, imidazolidinyl, isothiazolyl, isothiazolinyl, isothiazolidinyl, 
isoxazolyl, isoxazoiinyl, isoxazolidinyl, morpholinyl, oxadiazolyK oxadiazolinyl, 
oxadiazolidinyl, oxazolyl, oxazolinyl, oxazolidinyl, piperazinyl, piperidinyl. pyranyl, 
pyrazinyl, pyrazolyl, pyrazolinyl, pyrazolidinyl, pyridyl, pyrimidinyL pyridazinyl, 
pyrrolyl, pyrrolinyi, pyrrol idinyl, tetrahydrofuranyl, tetrahydrothiophenyl, tetrazinyl, 
tetrazolyl, thiadiazolyl, thiadiazolinyl, thiadiazolidinyl, thiazolyl, thiazolinyl., thiazolidinyl, 
thiophenyl. thiomorpholinyl, 1,1-dioxidothiomorpholinyl, thiopyranyl, triazinyl, triazolyl, 



-69- 



WO 00/23444 



PCT/US99/24901 



trithianyl. and the like. Bicyclic ring systems are exemplified by any of the above 
monocyclic ring systems fused to an aryl group as defined herein, a cycloalkyl group as 
defined herein, or another monocyclic ring system. Bicyclic ring systems are further 
exemplified by any of the above monocyclic ring systems containing an alky leneof 1-3 
carbon atoms attached to two non-adjacent carbon atoms of the monocyclic ring system. 
Representative examples of bicyclic ring systems include but are not limited to, for 
example, benzimidazolyl, benzothiazolyl, benzothiophenyl, benzoxazolyl, benzofuranyl, 
benzopyranyl, benzothiopyranyl, benzodioxinyl, 1,3-benzodioxolyl, cinnolinyl, 
hcxahydro-lH-furo[3,4-c]pyrrolyl, indazolyl, indolyl, indolinyl, indolizinyl, 
naphthyridinyl, isobcnzofuranyl, isobenzothiophenyl, isoindolyl, isoindolinyl, isoquinolyl, 
2-oxa-5-azabicyclo[2.2.1Jheptanyl. l,4-dioxa-8-azaspiro[4:5]decanyl, l,3-dioxa-8- 
azaspiro[4.5]dccanyk US-dioxa-Q-azaspirofS.SJundecanyl, l-oxa-4-thia-8- 
azaspiro[4.5]decany 1, 1 -oxa-4 : 4-dioxo-4-thia-8-azaspiro[4.5]decanyl, 1 -oxa-4-oxo-4-thia- 
8-azaspiro[4.5]decanyl, phthalazinyl, pyranopyridyl, 2,4-(lH,3H)-quinazolinedion-3-yl, 
quinolyl, quinolizinyl, quinoxalinyl, quinazolinyl, (3aR,6aS)-tetrahydro-3aH- 
[ 1 ,3]dioxolo[4,5-c]pyrrol-2-one, tetrahydroisoquinolyl, tetrahydroquinolyl, 
thiopyranopyridyl, and the like. Tricyclic rings systems are exemplified by any of the 
above bicyclic ring systems fused to an aryl group as defined herein, a cycloalkyl group as 
defined herein, or a monocyclic ring system. Representative examples of tricyclic ring 
systems include, but are not limited to, acridinyh carbazolyL carbolinyl. dibenzofuranyl, 
2,4( 1 H,3H)-quinazolinedionc. dibenzothiophenyL 4.7-epoxy-7-methyl-2,3,3A.4,5,6,7,7a- 
octahydro-lH-isoindolyl, naphthofuranyl, naphthothiophenyl, oxanthrenyl, phenazinyl, 
phenoxathiinyK phenoxazinyl, phenothiazinyl, thianthrenyh thioxanthenyl, xanthenyl, and 
the like. 

The heterocycies of this invention can be substituted with 1 . 2,or 3 substituents 
independently selected from alkenyh alkenyloxy, alkenyloxyimino, alkenyloxyiminoalkyl, 
alkoxy, alkoxyalkoxy, alkoxyalkoxyalkyl, alkoxyalkoxyimino. alkoxyalkyl. 
alkoxyalkynyl, alkoxycarbonyl, alkoxycarbonylalkenyl, alkoxycarbonylalkyL 
alkoxycarbonylalkoxyimino, alkoxycarbonylalkoxyiminoalkyL alkoxyimino, 
alkoxyiminoalkyl, alkyl, alkylcarbonyl, alkylcarbonyloxy, alkylcarbonyloxyalkoxy, 
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alkylcarbonyloxyalkyh alkylcarbonyloxyalkylthio. alkylsulfonyl, aikylthio. alkylthioalkyl, 
aminoalkynyl. aminosulfonyl, azido, carboxy, carboxyalkyl, cyano, cyanoaJkyl, 
cycloalkyl, cycloalkylalkoxy, cycloalkylalkyl, cycloalkyloxy, cycloalkyloxyimino, 
ethylenedioxy, formyl, formylalkyl, haloaikyl, haloalkylcarbonyl, halogen, hydroxy, 
hydroxy alkoxy, hydroxyalkoxyalkyL hydroxyalkyl, hydroxyimino, hydroxy iminoalky I, 
methylenedioxy, methylenyl, nitro, oxo, phosphonato, spirocycle, (spirocycle)spirocycle, 
thioureylene, ureylene, -NZ l2 Z I3 , (NZ l2 Z, 3 )alkyl, (NZ l2 Z )3 )carbonyL and 
(NZ, 2 Z l3 )carbonyloxy wherein Z l2 and Z l3 are independently selected from hydrogen, 
alkoxyalkyl, alkyl, alkylcarbonyl, alkylsulfonyl, aminoalkylcarbonyl, aminosulfonyl, aryl, 
arylalkyl, arylalkylcarbonyl, cyanoaikyl, cycloalkyl, cycloaikylalkyl, formyl, . 
haloalkylcarbonyl, heterocycte, heterocyclealkyl, hetcrocyclealkylcarbonyl, 
heterocyclesulfonyl, and (NZ |4 Z l5 )alkyl wherein Z l4 and Z l} are independently selected 
from the group consisting of hydrogen. alkoxyalkoxyalkyL alkoxyalkyl, 
alkoxyalkylcarbonyl, alkyl, alkylcarbonyl, formyl, heterocycie ? and hydroxyalkoxyalkyL 
Representative examples include, but are not limited to 4,4-(cis-l,2- 
dioxycyclopentyl)piperidinyl. 

The term "heterocycleaJkoxy/ 1 as used herein, refers to a heterocycle group, as 
defined herein, appended to the parent molecular moiety through an alkoxy group, as 
defined herein. Representative examples of heterocyclealkoxy include, but are not limited 
to, 2-pyrid-3-ylethoxy, 3-quinolin-3-ylpropoxy, 5-pyrid-4-ylpentyloxy ; and the like. 

The term "heterocyclealkoxyimino," as used herein, refers to a heterocyclealkoxy 
group, as defined herein, appended to the parent molecular moiety through an imino 
group, as defined herein. Representative examples of heterocyclealkoxyimino include, but 
are not limited to, 2-pyrid-3-y!ethoxyimino, 3-quinolin-3-ylpropoxyimino, 5-pyrid-4- 
ylpentyloxyimino, 3-(4-morphounyl)propoxyimino. and the like. 

The term "heterocyclealkyl," as used herein, refers to a heterocycle, as defined 
herein, appended to the parent molecular moiety through an alkyl group, as defined herein. 
Representative examples of heterocyclealkyl include, but are not limited to. pyrid-3- 
ylmethyl, 2-pyrimidin-2-ylpropyl, and the like. 
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The term "heterocyclealkylcarbonyl," as used herein, refers to a heterocyclealkyl 
group, as defined herein, appended to the parent molecular moiety through a carbonyl 
group, as defined herein. Representative examples of heterocyclealkylcarbonyl include, 
but are not limited to, pyrid-3-ylmethylcarbonyl, 3-pyrimidin-2-ylpropylcarbonyi, and the 
like. 

The term "(heterocycle)aryl," as used herein, refers to a heterocycle, as defined 
herein, appended to the parent molecular moiety a aryl group, as defined herein. 
Representative examples of (heterocycle)aryl include, but are not limited to, 4-(pyridin-3- 
yl)phenyl, 4-(pyrimidin-2-yl)phenyl, and the like. 

The term "heterocyclecarbonyl," as used herein, refers to a heterocycle, as defined 
herein, appended to the parent molecular moiety through a carbonyl group, as defined 
herein. Representative examples of heterocyclecarbonyl include, but are not limited to, 
pyrid-3-ylcarbonyl, quinolin-3-ylcarbonyl, and the like. 

The term "heterocycleimino," as used herein, refers to a heterocycle group, as 
defined herein, appended to the parent molecular moiety through an imino group, as 
defined herein. Representative examples of heterocycleimino include, but are not limited 
to, 4-morpholinylimino, and the like. 

The term "heterocycleoxy," as used herein, refers to a heterocycle group, as 
defined herein, appended to the parent molecular moiety through an oxy moiety, as 
defined herein. Representative examples of heterocycleoxy include, but are not limited to, 
pyrid-3-yloxy, quinolin-3-yloxy, and the like. 

The term "heterocycleoxyalkyl," as used herein, refers to a heterocycleoxy group, 
as defined herein, appended to the parent molecular moiety through an alky I group, as 
defined herein. Representative examples of hctcrocycleoxyalkyl include, but are not 
limited to, pyrid-3-yloxymethyL 2-quinolin-3-yloxyethyl, and the like. 

The term "heterocycleoxyimino ; " as used herein, refers to a heterocycleoxy group, 
as defined herein, appended to the parent molecular moiety through an imino group, as 
defined herein. Representative examples of heterocycleoxyimino include, but are not 
limited to, pyrid-3-ylo.xyimino, quinolin-3-yloxyimino, and the like. 



-72- 



WO 00/23444 



PCT/US99/24901 



The term "heterocycleoxyiminoalkyl." as used herein, refers to a 
heterocycleoxyimino group, as defined herein, appended to the parent molecular moiety 
through an alky 1 group, as defined herein. Representative examples of 
heterocycleoxyiminoalkyl include, but are not limited to, 2-(pyrid-3-yloxyimino)ethyl, 2- 
(quinolinO-yloxyimino)ethyi, and the like. 

The term "heterocyclesulfonyl," as used herein, refers to a heterocycle, as defined 
herein, appended to the parent molecular moiety through a sulfonyl group, as defined 
herein. Representative examples of heterocyclesulfonyl include, but are not limited to, 
pyrid-3-ylsuIfonyl, quinolin-3-ylsulfonyl, 4-morpholinylsulfonyl, and the like. 

The term "hydroxy," as used herein, refers to an -OH group. J* 

The term "hydroxyalkoxy," as used herein, refers to one or two hydroxy groups, as 
defined herein, appended to the parent molecular moiety through an alkoxy group, as 
defined herein. Representative examples of hydroxyalkoxy include, but are not limited to, 
2-hydroxyethoxy, 2,3-dihydroxypropoxy, 4-hydroxybutoxy, and the like. 

The term "hydroxyalkoxyalkyl," as used herein, refers to a hydroxyalkoxy group, 
as defined herein, appended to the parent molecular moiety through an alkyl group, as 
defined herein. Representative examples of hydroxyalkoxyalkyl include, but are not 
limited to, 2-[2-(hydroxy)ethoxy]ethyl, 2-[3-(hydroxy)propoxy]ethyl : 4- 
hydroxybutoxymethyl, and the like. 

The term "hydroxyalkyl," as used herein, refers to one or two hydroxy groups, as 
defined herein, appended to the parent molecular moiety through an alkyl group, as 
defined herein. Representative examples of hydroxyalkyl include, but are not limited to, 
2-hydroxyethyl, 2,3-dihydroxypropyl, and the like. 

The term "hydroxyimino," as used herein, refers to a HON= group. 

The term "hydroxyirninoalkyl," as used herein, refers to a hydroxyimino group, as 
defined herein, appended to the parent molecular moiety through an alkyl group, as 
defined herein. Representative examples of hydroxyirninoalkyl include, but are not 
limited to. 2-(hydroxyimino)ethyl, 3-(hydroxyimino)propyl, and the like. 

The term "imino," as used herein, refers to a HN= group. 

The term "mammal," has its ordinary meaning and includes human beings. 
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The term "methylenedioxy," as used herein, refers to a -OCH 2 0- group wherein the 
oxygen atoms of the methylenedioxy are attached to the parent molecular moiety through 
two adjacent carbon atoms forming a 5 memebered ring. The carbon atom of 
methylenedioxy group is optionally substituted with one substituent selected from alky I 
and oxo. 

The term "methylenyl." as used herein refers to a H 2 C= group. 

The term "nitro," as used herein, refers to a -NO, group. 

The term "oxo," as used herein, refers to a 0= moiety. 

The term "oxy," as used herein, refers to a -0- moiety. 

The term "phosphonato," refers to a (R^O^PCOO- group wherein R<„ is alkyl. 

The term "spirocycle," as used herein, refers to a -X,(CH : ) p X 2 - group wherein X, 
and X, are independently selected from CIL, NH, O, S, S(O), and S(O),; and p is an 
integer from 2-3. X, and X 2 are attached to the parent molecular moiety through one 
carbon atom forming a 5 or 6 membered ring. Representative examples of spirocycle 
include, but are not limited to 1,3-dioxolane, 1,3-dioxanc, 1 ,3-oxathiane, 1 ,3-oxazinane, 
and the like. 

The spirocycles of this invention are optionally substituted with 1 , 2, or 3 
substituents independently selected from alkoxy, alkoxyalkyl, alkoxycarbonyl, alkyl, 
alkylcarbonyl, aminocarbonyl, benzyloxcarbonyl, and formyl. The substituents can be 
attached to nitrogen or any of the carbon atoms. 

The term "(spirocycle)spirocycle," as used herein, refers to a spirocycle. as defined 
herein, attached to the parent molecular moiety through a spirocycle, as defined herein. 
Representative examples of spirocycle-spirocyclc include, but are not limited to, 1,7,9- 
trioxaspiro[4.5]decane, l,4,7,9-tetraoxaspiro[4.5]decane, and the like. 

The term "thio," as used herein, refers to a -S- moiety. 

The term "thioureylene." as used herein, refers to -NR^ 7 C(S)NR 9X R 99 . wherein R^ ? 
R, 8 , and are independently selected from hydrogen, alkyl, aryl, and arylalkyl, as 
defined herein. 
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The term "ureylene." as used herein, refers to -NR 97 C(0)NR 98 R 99 , wherein R^ 7 , R, 8 , 
and are independently selected from hydrogen, alkyl, aryl. and arylalkyi, as defined 
herein. 

In a further aspect of the present invention pharmaceutical compositions are 
disclosed which comprise a compound of the present invention in combination with a 
pharmaceutical ly acceptable carrier. 

The present invention includes one or more compounds, as set forth above, 
formulated into compositions together with one or more non-toxic physiologically 
tolerable or acceptable diluents, carriers, adjuvants or vehicles that are collectively . 
referred to herein as diluents, for parenteral injection, for oral administration in solid or 
liquid form, for rectaJ or topical administration, or the like: As is well known in the art, a 
compound of (he present invention can exist in a variety of forms including 
pharmaceutically-acceptable sails, amides and the like. 

Compositions may be prepared that will deliver the correct amount of a compound 
or compounds of the invention. The following dosages arc thought to provide the optimal 
therapy; iv infusions : 0.1-250 nmol/kg/minute, preferably from 1-50 nmol/kg/minute; 
oral: 0.01-250 fiMol/kg/day, preferably from about 0. 1-50 u.Mol/kg/day; these oral molar 
dosage ranges correspond to 0.005-125 mg/kg/day, preferably 0.05-25 mg/kg/day. For 
treatment of acute disorders the preferred route of administration is intravenous; the 
preferred method of treating chronic disorders is orally by means of a tablet or sustained 
release formulation. 

"Pharmaceutically-acceptable amide' 1 refers to the pharmaceutically-acceptable, 
nontoxic amides of the compounds of the present invention which include amides formed 
with suitable organic acids or with amino acids, including short peptides consisting of 
from l-to-6 amino acids joined by amide linkages which may be branched or linear, 
wherein the amino acids are selected independently from naturally-occurring amino acids, 
such as for example, glycine, alanine, leucine, valine, phenylalanine, proline, methionine, 
tryptophan, asparagine, aspartic acid, glutamic acid, glutamine. serine, threonine, lysine, 
arginine. tyrosine, histidine. ornithine, and the like. 
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"Pharmaceutical I y acceptable salts* 1 refers to the pharmaceutically-acceptable, 
nontoxic, inorganic or organic acid addition salts of the compounds of the present 
invention, as described in greater detail below. 

Compounds of the present invention can exist as stereoisomers wherein 
5 asymmetric or chiral centers are present. These compounds are designated by the symbols 
"R" or "S, ,f depending on the configuration of subsitiuents around the chiral carbon atom. 
75 The present invention contemplates various stereoisomers and mixtures thereof. 

Stereoisomers include enantiomers and diastereomers. Individual stereoisomers of 
compounds of the present invention can be prepared synthetically from commercially 
10 available starting materials which contain asymmetric or chiral centers or by preparation 
of racemic mixtures followed by resolution well-known to those of ordinary skill in the 
art. These methods of resolution are exemplified by (1) attachment of a mixture of 
enantiomers to a chiral auxiliary, separation of the resulting mixture of diastereomers by 
25 recrystallization or chromatography and liberation of the optically pure product from the 

1 5 auxiliary or (2) direct separation of the mixture of optical enantiomers on chiral 
chromatographic columns. 

The compounds of the present invention can be used in the form of 

30 

pharmaceutically-acceptable salts derived from inorganic or organic acids. These salts 
include, but are not limited to, the following: acetate, adipate, alginate, aspartate, 
20 benzoate, benzenesulfonate. bisulfate. butyrate, camphorate, camphorsulfonate, citrate, 
35 cyciopentanepropionate, digluconate. dodecylsulfate, ethanesulfonate, flavianate, 

fumarate, glucoheptonate, glycerophosphate, hemisulfate, heptonatc. hexonoate, 
hydrochloride, hydrobromide. hydroiodide, 2-hydroxy-ethanesulfonate, lactate, maleate, 
methanesulfonate, nicotinate. 2-naphthalenesulfonate, oxalate, palmoate, pectinate, 

40 

25 persulfate, 3-phenylpropionate, phosphate, picrate, pivalate, propionate, succinate, tartrate, 
thiocyanate, tosylate, and undecanoate. 

Appropriate cation ic salts arc also readily prepared by conventional procedures 
4 5 such as treating an acid of Formula I with an appropriate amount of base, such as an alkali 

or alkaline earth metal hydroxide, e.g., sodium, potassium, lithium, calcium, or 
30 magnesium, or an organic base such as an amine, e.g., dibenzylethylenediamine. 
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cyclohexylamine. dicyclohexylamine. triethylamine, piperidinc. pyrrolidine, bcnzylamine. 
and the like, or a quaternary ammonium hydroxide such as tetramethylammonium 
hydroxide and the like. Also, the basic nitrogen-containing groups can be quatcrnized 
with such agents as loweraikyl halides, such as methyl, ethyl, propyl, and butyl chlorides, 
5 bromides, and iodides; dialkyl sulfates; long chain halides such as decyl, lauryi, myristyl, 
and stearyl chlorides, bromides and iodides; arylaikyl halides like benzyl and phenethyl 
15 bromides, and others. Water or oil-soluble or dispersible products are thereby obtained. 

The salts of the present invention can be synthesized from the compounds of 
Formula I which contain a basic or acidic moiety by conventional methods, such as. by 
1 0 reacting the free base or acid with stoichiometric amounts or with an excess of the desired 
salt forming inorganic acid or base in a suitable solvent or various combinations of 
solvents. 

Further included within the scope of the present invention are pharmaceutical 
25 compositions comprising one or more of the compounds of formula I prepared and 

15 formulated in combination with one or more non-toxic pharmaceutical! y acceptable 
carriers compositions, in the manner described below. 

Compositions suitable for parenteral injection may comprise pharmaceutically 

30 

acceptable sterile aqueous or nonaqueous solutions, dispersions, suspensions or emulsions 
and sterile powders for reconstitution into sterile injectable solutions or dispersions. 
20 Examples of suitable aqueous and nonaqueous carriers, diluents, solvents or vehicles 
35 include water, ethanol, polyols (propylene glycol, polyethylene glycol, glycerol, and the 

like), suitable mixtures thereof, vegetable oils (such as olive oil) and injectable organic 
esters such as ethyl oleate. Proper fluidity may be maintained, for example, by the use of 
a coating such as lecithin, by the maintenance of the required particle size in the case of 

40 

25 dispersions, and by the use of surfactants. 

These compositions may also contain adjuvants such as preserving, wetting, 
emulsifying, and dispersing agents. Prevention of the action of microorganisms may be 
45 ensured by various antibacterial and antifungal agents, for example, parabens, 

chlorobutanol, phenol, sorbic acid, and the like. It may also be desirable to include 
30 isotonic agents, for example, sugars, sodium chloride and the like. Prolonged absorption 
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of the injectable pharmaceutical form may be brought about by the use of agents delaying 
absorption, for example, aluminum monostearate and. gelatin. 

If desired, and for more effective distribution, the compounds may be incorporated 
into slow-release or targeted-delivery systems, such as polymer matrices, liposomes, and 
microspheres. They may be sterilized, for example, by filtration through a bacteria- 
retaining filter, or by incorporating sterilizing agents in the form of sterile solid 
compositions, which may be dissolved in sterile water, or some other sterile injectable 
medium immediately before use. 

Solid dosage forms for oral administration may include capsules, tablets, pills, 
powders, and granules. In such solid dosage forms, the active compound is admixed with 
at least one inert customary excipient (or carrier), such as sodium citrate or dicalcium 
phosphate, and additionally (a) fillers or extenders, as for example, starches, lactose, 
sucrose, glucose, mannitol and silicic acid; (b) binders, as for example, 
carboxymethylcellulose, alginates, gelatin, polyvinylpyrrolidone, sucrose and acacia; (c) 
humectants, as for example, glycerol; (d) disintegrating agents, as for example, agar-agar, 
calcium carbonate, potato or tapioca starch, alginic acid, certain complex silicates and 
sodium carbonate; (e) solution retarders, as for example paraffin; (0 absorption 
accelerators, as for example, quaternary ammonium compounds; (g) wetting agents, as for 
example, cetyl alcohol and glycerol monostearate; (h) adsorbents, as for example, kaolin 
and bentonite; and I lubricants, as for example, talc, calcium stearate. magnesium stearate. 
solid polyethylene glycols, sodium lauryl sulfate or mixtures thereof. In the case of 
capsules, tablets and pills, the dosage forms may also comprise buffering agents. 

Solid compositions of a similar type may also be employed as fillers in soft and 
hard-filled gelatin capsules, using such excipients as lactose or milk sugar, as well as high 
molecular weight polyethylene glycols, and the like. 

Solid dosage forms such as tablets, dragees, capsules, pills and granules may be 
prepared with coatings and shells, such as enteric coatings and others well known in this 
art. They may contain pacifying agents, and may also be of such composition that they 
release the active compound or compounds in a certain part of the intestinal tract in a 
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delayed manner. Examples of embedding compositions which may be used are polymeric 
substances and waxes. 

The active compounds may also be in micro-encapsulated form, if appropriate, 
with one or more of the above-mentioned excipients. 

Liquid dosage forms for oral administration include pharmaceutical ly acceptable 
emulsions, solutions, suspensions, syrups and elixirs. In addition to the active 
compounds, the liquid dosage forms may contain inert diluents commonly used in the art, 
such as water or other solvents, solubilizing agents and emulsifiers, as for example, ethyl 
alcohol, isopropyl alcohol, ethyl carbonate, ethyl acetate, benzy l alcohol, benzyl benzoate, 
propylene glycol, 1,3-butylene glycol, dimethylformamide, oils, in particular, cottonseed 
oil, groundnut oil. corn germ oil, olive oil, castor oil and sesame oil, glycerol, 
tetrahydrofurruryl alcohol, polyethylene glycols and fatty acid esters of sorbitan or 
mixtures of these substances, and the like. 

Besides such inert diluents, these liquid dosage forms may also include adjuvants, 
such as wetting agents, emulsifying and suspending agents, sweetening, flavoring and 
perfuming agents. 

Suspensions, in addition to the active compounds, may contain suspending agents, 
as for example, ethoxylated isostearyi alcohols, polyoxyethylene sorbitol and sorbitan 
esters, microcrystalline cellulose, aluminum metahydroxide, bentonite. agar-agar and 
tragacanth, or mixtures of these substances, and the like. 

Compositions for rectal or vaginal administrations are preferably suppositories 
which can be prepared by mixing the compounds of this invention with suitable non- 
irritating excipients or carriers such as cocoa butter, polyethylene glycol or a suppository 
wax, which are solid at ordinary temperatures but liquid at body temperature and 
therefore, melt in the rectum or vaginal cavity and release the active component. 

Dosage forms for topical or transdermal administration of a compound of this 
invention further include ointments, pastes, creams, lotions, gels, powders, solutions, 
sprays, inhalants or transdermal patches. Transdermal administration via a transdermal 
patch is a particularly effective and preferred dosage form of the present invention. The 
active component is admixed under sterile conditions with a pharmaceutical!)' acceptable 
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carrier and any needed preservative, buffers or propeilants as may be required. It is known 
that some agents may require special handling in the preparation of transdermal patch 
formulations. For example, compounds that are volatile in nature may require admixture 
with special formulating agents or with special packaging materials to assure proper 
dosage delivery. In addition, compounds which are very rapidly absorbed through the 
skin may require formulation with absorption-retarding agents or barriers. Ophthalmic 
formulations, eye ointments, powders and solutions are also contemplated as being within 
the scope of this invention. 

The present compounds may also be administered in the form of liposomes. . As is 
known in the art, liposomes are generally derived from phospholipids or other lipid 
substances. Liposomes are formed by mono- or multi-lamellar hydrated liquid crystals that 
are dispersed in an aqueous medium. Any non-toxic, physiologically acceptable and 
metabolizable lipid capable of forming liposomes may be used. The present compositions 
in liposome form may contain, in addition to the compounds of the present invention, 
stabilizers, preservatives, excipients, and the like. The preferred lipids are the 
phospholipids and the phosphatidyl cholines (lecithins), both natural and synthetic. 
Methods to form liposomes are known in the art. See, for example, Prescott, Ed., Methods 
in Cell Biology, Volume XIV, Academic Press, New York, N. Y., (1976), p 33 et seq. 

Synthetic Methods 

The compounds and processes of the present invention will be better understood in 
connection with the following synthetic schemes which illustrate the methods by which 
the compounds of the invention may be prepared. The R groups are as defined above 
unless otherwise noted below. 
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Scheme 1 




3 (I) 

The compounds of the present invention may be synthesized by methods illustrated 
5 in Schemes 1 and 2. In accordance with Scheme 1, the 5, 7-di substituted compounds 

wherein R 4 and R 3 are aryl or a heterocyclic group may be prepared by a modification of a 
method of Kambe et a!.. Synthesis, 1980, 366-368. An appropriately substituted 
acetophenone (1, the "R 4 Reagent"), wherein R 4 is aryl or a heterocyclic group, an 
appropriately substituted aldehyde (2, the "R J Reagent"), R 3 is aryl or a heterocyclic group. 
10 and malononitrile are heated in the presence of ammonium acetate, or another suitable 
ammonium salt, such as for example, ammonium propionate, ammonium iodide, or the 
like, in an aprotic solvent to produce compound (3). The water of the reaction may 
removed by use of a Dean Stark apparatus or by another suitable means, such as 4 A 
molecular sieves. Suitable aprotic solvents include benzene, toluene, methylene chloride. 
1 5 DMF ? THF. dioxane. and the like. The reaction may be performed at from about 40 °C to 
about 200 °C, and preferably at the reflux temperature of the solvent, for from about 1 
hour to about 24 hours, preferably about 4 hours to 8 hours. The product (3) is preferably 
purified by chromatography after isolation from the reaction mixture. The above reaction 
may also proceed by contacting the aldehyde (2) with malononitrile and isolating the 
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resulting dtcyano R 3 substituted alkene which is then reacted with the ketone (1) to form, 
upon addition of ammonium and cyclization. compound (3). Aliphatic aldehydes do not 
work effectively by this route. The ketone (1 ) may, however, include R 4 as alky I groups. 

The acetophenone starting materials (1 ) may be obtained commercially, or 
prepared easily by Friedel-Craft acylation of a suitable aromatic substrate, for example. 
The appropriate aldehyde starting materials (2) also may be obtained commercially, or 
may be prepared easily, for example by reductions of esters or acids with DIBAL or 
another suitable hydride reducing agent, or oxidation of alcohols under Swern conditions, 
for example. 

Compound (3) is then treated with excess formamide by heating at reflux. .The 
formation of product is monitored by TLC, and when the reaction is complete (after about 
1 to about 8 hours) the reaction mixture is cooled to room temperature. The 5,7- 
disubstituted pyrido[2,3-d]pyrimidine product I is then removed by filtration and purified 
by column chromatography. This compound may then be partially or fully reduced by 
catalytic hydrogenation to the partially saturated or fully saturated version(s) (on the right 
side of the molecule) of the compounds shown in Scheme 1 or of Formula I. 
Stereoisomers produced during these reduction steps are included within the scope of the 
invention. The present invention also contemplates reductions which produce single 
bonds between the 5,6 and 7,8 positions and a double bond between the 6,7 carbons. The 
stereoisomers may be isolated and purified by conventional means. 

In accordance with Scheme 2 are prepared compounds of Formula I wherein R 4 is 
preferrably an aryl, heterocycle or heterocyclic group, and R 3 is loweralkyL loweralkenyl, 
loweralkynyl, or an arylalkyl group. In addition, R 4 may be selected from those additional 
groups listed in R 3 . 

Compound (4, the "R 3 Reagent") may be obtained commercially or prepared from 
the precursor ester (5) or alcohol (5) by suitable reactions. Compound (5) may be reduced 
with a suitable reducing agent, such as for example, diisobutylaluminum hydride or 
another similar alkylaluminum hydride, under conditions well known to the art. 
Compound (6) may be oxidized to the aldehyde (4) Swern oxidation conditions, or other 
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reactions known to those skilled in the art. The desired compound (4) is freshly prepared 
before its use in the reaction described below. 

Compound (9), the "R 4 Reagent" may be prepared from the precursor alpha-bromo 
ketone (7) by a two-step procedure. Compound (7) is treated with triphenyiphosphine in 
the presence of a base, such as for example, triethyl amine, to give compound (8). 
Compound (8) is then treated with an alkali metal base, such as NaOH or the like, to give 
compound (9). The procedure is normally accomplished by vigorous mixing of a solution 
of (8) in an organic solvent with an aqueous solution of base. 

Compounds (4) and (9) are mixed and the mixture is held at ambient temperature 
until the reaction is complete (monitoring by TLC), and the product (10) is purified by 
chromatography. A mixture of the cis and trans isomers is obtained and taken to the next 
step without further separation. Compound (10) is condensed with malononitrile by 
heating in the presence of ammonium acetate as defined for Scheme 1 above to produce 
compound (11). 
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Scheme 2 
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Compound (1 1 ) is then treated with excess formamide by heating at reflux. The 
formation of product is monitored by TLC, and when the reaction is complete (routinely, 
after about I to about 8 hours) the reaction mixture is cooled to room temperature. The 
5,7-disubstitutcd pyrido[2,3-d]pyrimidine product I is then removed by filtration and 
purified by column chromatography. In an alternate procedure, compound (1 1) is treated 
by heating with formamidine acetate in ethoxycthanoh followed by purification by flash 
chromatography. In another alternate procedure, compound (1 1) and ammonium sulfate 
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are heated at reflux in triethyl orthoformate for about 1 to about 8 hours, but preferably 
about 2 hours. The reaction mixture is cooled and added to a mixture of ammonia in 
ethanol. The mixture is stirred for about 12 to 24 hours at 25 °C, then at reflux for from 
one to 4 hours, and the solvent is removed in vacuo. The residue is purified by trituration 
with chloroform/ethyl acetate, and the product may be converted to a hydrochloride salt by 
suspension in 3M HC1, followed by lyophilization. 



Scheme 3 illustrates an alternate method for preparing the compounds I of the 
invention. Compounds (1), prepared as described above, are reacted with a dicyanoalkene 
compound (12) by heating with a suitable ammonium salt, such as for example, 
ammonium acetate, ammonium propionate, ammonium iodide, or the like, at reflux in an 
alcoholic or aprotic solvent to give the compound I. Suitable solvents for the reaction may 
be easily determined by those skilled in the art, without undue trial and error, and may 
include, for example, ethanol. propanol, isopropanol, t-butanol, n-butanol, 1,2- 
dichloroethane, benzene, chloroform, carbon tetrachloride, toluene, dioxane, 
dimethoxyethane, and the like. A preferred solvent is 1 .2-dichloroethane. Thedicyano 
compounds (12) may be prepared from the precursor aldehyde (4) by treatment with 
malononitrile in 1:1 H 2 0:EtOH in the presence of a catalytic amount of glycine according 
to the method of Bastus (Tetrahedron Lett. , 1963: 955), or alternately MgO in 
dichloromethane or a similar aprotic solvent (cf. Broekhuis, et al„ Reel. J. R. Neth. Chem. 
Soc, 29: 6-12 (1980); Moison, et al. Tetrahedron (1987), 43:537-542). 

To prepare compounds of formula I wherein R' and R 2 are not both hydrogen 
atoms, it is possible to prepare the desired derivative from the compound of Formula I 
wherein R l and R 2 are both hydrogen atoms. When R 1 or R J is loweralkyl this may be 
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accomplished by reaction of the free amino group with the appropriate alkylating reagent, 
such as an alkyl halide, an alkyl mesylate or an alky! tosylate, for example, in the presence 
of a base such as triethylamine or potassium carbonate in a suitable solvent, such as for 
example, methylene chloride or THF. When R' or R 2 is arylalkyl this may be 
accomplished by reaction of the free amino group with the appropriate arylalkyl halide, an 
alkyl mesylate or an alkyl tosylate, for example, in the presence of a base such as 
triethylamine or potassium carbonate in a suitable solvent, such as for example, methylene 
chloride or THF. When R 1 or R 2 is acyl this may be accomplished by reaction of the free 
amino group with the appropriate acid anhydride, acyl chloride or activated acyl group, in 
the presence of a base such as triethylamine or potassium carbonate in a suitable solvent, 
such as for example, methylene chloride or THF- When R 1 and R 2 are taken together with 
the nitrogen atom to which they arc attached to form a 5 -to- 7 membered ring optionally 
containing an additional oxygen or nitrogen atom, the compound may be prepared by 
reacting a precursor compound having a halogen atom in place of the amino group at the 
4-position with a 5-7 membered ring compound optionally containing an additional 
oxygen or nitrogen atom. Examples of such compounds include, but are not limited to, 
morpholine, piperidine, pyrrolidine, piperazine, thiomorpholine, and the like. Also, this 
alternate procedure may be used to prepare alkyl substituted amino compounds, for 
example by reacting the chloro compound with a mono- or disubstituted amine, such as 
for example, diethylamine. allyl amine, dibutylamine. This reaction takes place readily in 
a solvent such as methylene chloride, for example, in the presence of a tertian' amine. The 
precursor compound having a halogen atom in place of the amino group at the 4-position 
may be prepared by substitution of triethyl orthoformate for the formamide followed by 
chlorination of the ring by treatment with phosphorous oxychloride or thionyl chloride in 
the presence of DMF in Scheme 1 wherein compound (3) is converted to compound I. 

Method of Inhibiting Kinase 

In yet another aspect of the present invention a process of inhibiting adenosine 
kinase is disclosed. In accordance with that process, an adenosine kinase enzyme is 
exposed to an effective inhibiting amount of an adenosine kinase inhibitor compound of 
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the present invention. Means for determining an effective inhibiting amount are well 
known in the art. 

The adenosine kinase to be inhibited can be located in vitro, in situ or in vivo. 
Where the adenosine kinase is located in vitro, adenosine kinase is contacted with the 
inhibitor compound, typically by adding the compound to an aqueous solution containing 
the enzyme, radiolabeled substrate adenosine, magnesium chloride and ATP. AK activity 
of cell supernatants was assayed radiometrically. Assays were carried out at ambient 
temperature in a final volume of 100 uL The reaction mixture contained 64 mM Tris HC1 
(pH 7.5), 0.2 mM MgCl 2 , 1 mM ATP, 0.2 uM U-[ u C]-adenosine or [ 3 H]-adenosine. and 
appropriate volumes of rat brain cytosol as a source of adenosine kinase. The reaction was 
terminated after 15 min by spotting 40 uL of the reaction mixture onto disks of Whatman 
DE-81 anion exchange paper. DE-81 disks were then air-dried, washed for 10 minutes in 
2 mM ammonium formate, then rinsed successively with distilled water, methanol and 
acetone, and dried. DE-81 disks were then soaked for 5 minutes in 0. IN HC1/0.4 M KCl 
before addition of scintillation cocktail and counting by liquid scintillation counting. The 
enzyme can exist in intact cells or in isolated subcellular fractions containing the enzyme. 
The enzyme is then maintained in the presence of the inhibitor for a period of time and 
under suitable physiological conditions. Means for determining maintenance times are 
well known in the art and depend inter alia on the concentrations of enzyme and the 
physiological conditions. Suitable physiological conditions are those necessary to 
maintain adenosine kinase viability and include temperature, acidity, tonicity and the like. 
Inhibition of adenosine kinase can be performed, by example, according to standard 
procedures well known in the art (Yamada. et aL Comp. Biochem. Physiol. . ( 1982), 7 IB, 
367-372), hereby incorporated by reference. 

In vitro adenosine kinase activity can be measured using any of the standard 
procedures well known in the art. By way of example, cells containing adenosine kinase, 
such as IMR-32 human neuroblastoma cells, are incubated in the presence and absence of 
an inhibitor. Inhibition is measured as the ability to inhibit phosphorylation of externally 
applied ,J C-adenosine by these cells. The cells can be intact or broken. The specificity of 
adenosine kinase inhibitory activity is determined by studying the effects of inhibitors on 
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adenosine A,, A iA , and A, receptor binding, adenosine deaminase activity and adenosine 
transport. 

Where the adenosine kinase is located in situ or in vivo, the inhibiting compound is 
typically administered to a fluid perfusing the tissue containing the enzyme. That fluid 
can be a naturally occuring fluid such as blood or plasma or an artificial fluid such as 
saline. Ringer's solution and the like. 

Numerous animal models for studying adenosine kinase activity and the effects of 
inhibiting such activity are well known in the art. By way of example, adenosine kinase 
inhibitors have been reported to protect rodents (e.g., mice and rats) from experimentally- 
induced seizure activity (Zhang, G., Murray, T.F., J. Pharmacol. Exp. Ther.. 1993, 264, 
1415-1424; Murray, T.F., et aL Drug Dev. Res.. 1993, 28, 410-415; Kowaluk, E. A. ? et 
aU Drug Dev. Res .. 1996, 37, 190), hereby incorporated by reference. Other animal 
models of adenosine kinase activity have been described (See, e.g., Davies, et aL, 
Biochem. Pharmacol.. 1984, 33, 347-355; Keil, et aL, Eur. J. Pharmacol. . 1994, 271, 37- 
46; Murray, et aL, Drug Development Res. . 1993, 28, 410-415). hereby incorporated by 
reference. 

A method of inhibiting adenosine kinase in vivo is particularly useful in mammals 
such as humans. Administering a therapeutic amount of an inhibitor compound is 
typically accomplished by the parenteral (e.g., intravenous injection) or oral administration 
of the compound. 

By a 4k therapemically-efTective amount" of the compound of the invention is meant 
a sufficient amount of the compound to treat adenosine kinase related disorders or those 
conditions or diseases which arc ameliorated or modified by local inhibition of the enzyme 
which results in an increase in the concentration of adenosine. It will be understood, 
however, that the total daily usage of the compounds and compositions of the present 
invention is to be decided by the attending physician within the scope of sound medical 
judgment. The specific therapeutically-effective dose level for any particular patient will 
depend upon a variety of factors including the disorder being treated and the severity of 
the disorder; activity of the specific compound employed; the specific composition 
employed; the age, body weight, general health, gender and diet of the patient; the time of 
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administration, route of administration, and rate of excretion of the specific compound 
employed; the duration of the treatment; drugs used in combination or coincidental with 
specific compound employed; and the like factors well known in the medical arts and well 
within the capabilities of attending physicians. 

The compounds of the invention were tested in vivo in the hot plate test of 
analgesia in mammals such as mice. For example, the compounds of examples 6, 79, 104 f 
130, 133, 134, 137, 205, 246 and 256 in the procedure described directly below were 
tested thirty minutes after pretreatment with the drugs (30 umol/kg i.p.) for latency to 10th 
jump (in seconds). The longer the number of seconds, the more effective the drug at 
masking the pain felt from the hot plate. Compound 6 resulted in 152 seconds relative to 
the vehicle alone of 72.8±10.5 seconds (averageistandard deviation); compound 79 
resulted in 143 seconds; compound 104 resulted in 180 seconds; compound 130 resulted 
in 158 seconds; compound 133 resulted in 131 seconds; compound 134 resulted in 137 
seconds; compound 137 resulted in 159 seconds; compound 205 resulted in 158 seconds, 
compound 246 resulted in 160 seconds and compound 256 resulted in 143 seconds. 
Compounds of the invention are therefore potent pain relievers as demonstrated in this 
animal model. 

Mouse Hot Plate Assav 

Male CF1 mice (Charles River) of approximately 25-30 g body weight are 
pretreated with 10 ml/kg of the test compounds, i.p. or p.o, in groups of 8 animals per 
dose. At the end of the pretreatment period, the mice are placed in an Omnitech 
Electronics Automated 16 Animal Hot Plate Analgesia Monitor (Columbus, OH; Model 
AHP16AN) in individual, 9.8 x 7.2 x 15.3 cm (I x w x h) plastic enclosures on top of a 
copper plate warmed to 55 °C. Infared sensors located near the top of each enclosure 
record beam crossings that occur as the mice jump off of the heated surface. Latency 
times for each jump are automatically recorded, and latency to both the first and tenth 
jumps are used for data analysis. Mice that do not reach the criteria of 10 jumps by 180 
seconds are immediately removed from the hotplate to avoid tissue damage, and they are 
assigned the maximum value of 180 seconds as their latency to tenth jump. 



-89- 



WO 00/23444 



PCT/US99/2490I 



Numerous other animal models of adenosine kinase activity have been described 
[See, e.g., Davies,, et aL Biochem. Pharmacol. 33:347-355 (1984); Keil, et al.. Eur. J. 
Pharmacol., 271 :37-46 (1994); Murray, et aL Drug Development Res., 28:410-415 
(1993)]. 

Compounds of the present invention were also tested in vitro . The results of some 
representative studies are shown below in Tables 1 below. The Examples provided before 
the claims are all adenosine kinase inhibitors. The data indicate that the compounds 
inhibit adenosine kinase and are useful as adenosine kinase inhibitors. The compounds of 
the invention including compounds of formula 1 and II with the variables recited herein are 
also useful as screening tools or as comparative indicators of adenosine kinase inhibition 
activity relative to unknown inhibitors or potential inhibitors. 

Table 1 

Inhibition of Adenosine Kinase by Representative Compounds of the Invention 



Compound of Example No. 


IC 50 (nM) 
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50 
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56 
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57 
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64 
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79 
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81 
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100 
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104 
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130 
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133 
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137 


5 
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5 





336 


8 




337 
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10 


338 


4.5 
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60 
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35 
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464 
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40 


569 


8 



Additional compounds of the present invention were tested for adenosine kinase 
inhibition using the above protocol. These compounds exhibited potent inhibition of 
adenosine kinase with ED. 0 's ranging from 1 to 500 nM. 

45 

5 Carrageenan hyperalgesia Test-Hotbox Assay 

50 
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This assay may be indicative of a compound's ability to produce analgesia against 
carrageenan and capsaicin induced hyperalgesia. The assay is further discussed in 
Hargreaves K, Dubner R : Brown F, Florcs C, Joris J (1988), A new and sensitive method 
for measuring thermal nociception in cutaneous hyperalgesia . Pain 32: 77-88, hereby fully 
incorporated by reference. 

C/D Sprague Dawley rats (Charles River), body weight range 250-350 g, are 
acclimated in the test room for 30-60 min. before any treatment (habituation). 
Carrageenan (CARR)(lambda, from Sigma, St. Louis, MO) is dissolved in heated saline at 
10 mg/ml. This solution is sonicated and vortexed and then cooled to room temperature. 
After rats have been habituated they are injected with 100 ul of the CARR solution into 
the plantar surface (s.c.) of the right hindpaw. A 26 3/8 g needle is used for injection. The 
insertion of the needle will start at the midline of the foot between the tori and project 
toward the heel -0.25 cm . Needle is then slowly removed from the skin to prevent 
seepage. Test compounds are administered at a time predetermined in relation to CARR 
injection (typically 1 hour pre CARR administration). The left hindpaw receives no 
injections. After carrageenan injection the rats are returned to their cages until 30 minutes 
before testing at which time they are placed in the Hargreaves thermal stimulator 
apparatus (Hotbox) for a 30 minute habituation period. Testing (thermal stimulation) is 
then performed. Each rat is tested 3 times (both right and left hindpaw) with approx. 5 
minute between trials. The standard setting for the thermal stimulator (voltmeter) is 4.5 
and the maximum time of exposure is 20.48 seconds. Scoring is based on latency to 
withdrawal from the thermal stimuli (0-20.48 seconds) The 2 lowest times of the three 
taken are averaged and the means are then determined for both the right and left paws (n=6 
in most cases). Data is analyzed using GB Stat, with ANOVA protected T-tests to 
determine significant carrageenan effect (right versus left in same animal) and analgesic 
effect (right drug treated vs. right control). Results are indicated below as ED 50 values in 
micromolar concentration. For those values in nanomolar concentration, the values are 
designated by M nnT. 

Compound ED <» value (micromole/kgl 
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Example 134 
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Example 35 1 
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Additional compounds of the present invention were tested in the carrageerian and 
capsaicin induced hyperalgesia hotbox assay using the above protocal in C/D Sprague 
Dawley rats. These compounds exhibited ED 5( /s ranging from 1 to >1 0 micromolar. 
Compounds exhibiting less potency in the carrageenan hyperalgesia hotbox assay may 
require a higher dose or potency may be species dependent. 

Method of Treating Cerebral Ischemia, Epilepsy , 

Nociperception (Nociception) (Pain), Inflammation including conditions such as 
Septic Shock due to Sepsis Infection. 

In yet another aspect of the present invention a method of treating cerebral 
ischemia, epilepsy, nociperception or nociception, inflammation including conditions such 
as septic shock due to sepsis infection in a human or lower mammal is disclosed, 
comprising administering to the mammal a therapeutically effective amount of a 
compound of formula 1 with R'-R 4 as defined herein. The preferred compounds are those 
of formula II with the R variables as defined previously. In particular, the present 
invention relates to a method of treating the above disorders comprising administering a 
compound of formula II wherein R J is a substituted aryl or heterocycle moiety wherein the 
substituent (preferrably halogen) is at the mcta or 3 -position relative to the ring attachment 
and R 4 is a substituted heterocycle or aryl moiety wherein the substituent is at the para or 
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4-position relative to the ring attachment. The most preferred use is in the treatment of 
pain. 

Alterations in cellular adenosine kinase activity have been observed in certain 
disorders. Adenosine kinase activity was found to be decreased, relative to normal liver, 
in a variety of rat hepatomas: activity of the enzyme giving a negative correlation with 
tumor growth rate (Jackson, et al., Br. J. Cancer, 1978, 37: 701-713). Adenosine kinase 
activity was aJso diminished in regenerating liver after partial hepatectomy in 
experimental animals (Jackson, etal., Br. J. Cancer, 1978, 37: 701-713). Erythrocyte 
Adenosine kinase activity was found to be diminished in patients with gout (Nishizawa, et 
al., Clin. Chim. Acta 1976, 67: 15-20). Lymphocyte adenosine kinase activity was 
decreased in patients infected with the human immunodeficiency virus (HTV) exhibiting 
symptoms of AIDS, and increased in asymptomatic HIV-seropositive and HIV- 
seronegative high-risk subjects, compared to normal healthy controls (Renouf, et al., Clin. 
Chem. 1 989, 35: 1478-1481). It has been suggested that measurement of adenosine kinase 
activity may prove useful in monitoring the clinical progress of patients with HIV 
infection (Renouf, et al., Clin. Chem. 1989,35: 1478-1481). Sepsis infection may lead to 
a systemic inflammatory syndrome (SIRS), characterized by an increase in cytokine 
production, neutrophil accumulation, hemodynamic effects, and tissue damage or death. 
The ability of adenosine kinase inhibitor to elevate adenosine levels in tissues has been 
demonstrated to ameliorate syndrome symptoms, due to the known ami -inflammatory 
effects of adenosine. (Firestein. et al.. J. of Immunology, 1994: 5S53-5859). The ability 
of adenosine kinase inhibitors to elevate adenosine levels is expected to alleviate pain 
states, since it has been demonstrated that administration of adenosine or its analogs 
results in antinociception or antinociperccption. (Swaynok. et al.. Neuroscience, 1989, 
32:557-569). 

The following Examples illustrate preferred embodiments of the present invention 
and are not limiting of the specification and claims in any way. 

Example 1 

4-amino-5-(D-dime thvlaminoDhenvlV7-rp-bromoDhenvl)p\Tido[2.3-dbvrimidine 
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A sample of 4-(4-bromophenyl)o-cyano-6-(4-(dimelhylamino)phenyl)pyridine-2- 
amine ( 1 g), was suspended in formamidc (20 mL), and the reaction was heated to reflux. 
After about 3 hours, the reaction was complete as monitored by TLC, and the reaction 
mixture was cooled to room temperature. The product was allowed to precipitate, then 
recovered by filtration and washed with water. Additional product was recovered from the 
filtrate. The product was purified by column chromatography eluting with 10% 
MeOH/CH 2 Cl 2 to give the pure title compound. IR (KBr) 3503, 3398, 1731, 1658, 1510, 
1467, 1278cm* 1 ; MS m/z 421 (M+H)*. 

The 6-(4-bromophenyl)-3-cyano-4-(4-(dimethylamino)phenyl)pyridine-2-amine 

f 

compound was prepared as follows: 

The reagents, 4-bromoacetophenonc ( 1 0 mmol, the "R 4 reagent"), 4- 
dimethylaminobenzaldehyde (10 mmol, the "R 3 reagent"), malononitrile (10 mmol) and 
ammonium acetate (1 .4 g) were added to 25 mL of benzene. The reaction mixture was 
heated to reflux in a vessel fitted with a Dean-Stork apparatus. After 3.5 hours, the 
mixture was cooled, and the solvent was removed. The residue was purified by flash 
chromatography, eluting with methylene chloride, with optional addition of 5% ethyl 
acetate to the eluant. MS m/z 394 (M+H)\ 

Examples 2-156 

Following the procedures of Example 1, except substituting the appropriate 
reagents for R 4 and R 1 as indicated in Table 2 below, compounds of Examples 2-156 were 
prepared. 
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Table 2 
Examples 2- 156 



Ex. 


Name 


R 4 Reagent (for 


R 3 Reagent (for 


Analytical Data 


No. 




7- position) 


5-position 




2 


4-amino-5-(4- 


H4- 


4- 


IR (KBr) 3440, 




dimethylaminophenyI)-7- 


dimcthylamino- 


dimethylamino- 


1615, 1760, 




(4- 


phenyl)- 


benzaldehyde 


1210cm"'; MS 




dimethylaminophenyl)pyr 


ethanone 




m/z 385 




ido[2 ,3 -djpyrimidine ; 




.. 


(M+H)~. / 


3 


4-amino-5-(4- 


K4- 


4- 


IR (KBr) 3330, 




methoxyphenyl)-7-(4- 


d im ethyl ami no- 


methoxybenzald 


1600, 1640, 




dimethylaminophenyl)pyr 


phenyl)- 


ehyde 


1780, 1200cm- 1 ; 




ido[2 ; 3-d]pyrimiduie; 


ethanone 




MS m/z 
372(M+H)*. 


4 


4 -ami no- 5 -(4- 


l-(4- 


4- 


IR (KBr) 3660, 




dimcthylaminophcnyl)-7- 


mcthoxyphcnyl) 


dimcthylamino- 


1600. 1620. 




(4- 


-ethanone 


benzaldehyde 


1510. 1360. 




methoxyphenyl)pyrido[2, 






1240 cm '; MS 




3-djpyrimidine; 






m/z 372 
(M+H)\ 


5 


4-amino-5-(4- 


l-(4- 


4-isopropyl- 


IR (KBr) 3430, 




isopropylphenyl)-7-(4- 


methoxyphenyl) 


benzaldchydc 


3360. 1580, 




methoxyphenyl)pyrido[2, 


-ethanone 




1540 cm" 1 ; MS 




3-dlpyrimidiue; 






m/z 371 
(M+H)*. 
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6 


4-amino-5-(4- 


I -(4- 


4-neopentyl- 


IR (KBr) 3480, 




neopentylphenyl)-7-(4- 


methoxyphenyl) 


benzaldehyde 


2960, 1580, 




meihoxyphenyl)pyrido[2. 


-ethanone 




1510, 1240 cm- 1 ; 




3-d]pyrimidine; 






MS m/z 399 
(M+H)\ 


7 


4-amino-5-(4- 


l-(4- 


4- 


IR (KBr) 




butoxyphenyl)-7-(4- 


methoxyphenyl) 


butoxybenzaldeh 


3480,1600, 




methoxyphenyl)pyrido[2, 


-ethanone 


yde 


1580, 1510, 




3-d]pyrimidine; 






1240, 11 80 cm'; 
MS m/z. 401 

(M+Hy. :: 


8 - 


4-amino-5-(4- 


K4- 


4- 


IR (KBr) 3660, 




methoxyphenyl)-7-(4- 


bromophenyl)- 


methoxybenzald 


1600, 1680, 




bromophenyl)pyrido[2,3- 


ethanone 


ehyde 


1520, 1240cm-'; 




d]pyrimidine; 






MS m/z 
407(M+H)*. 


9 


4-amino-5-(4- 


l-(4- 


4-isopropoxy- 


IR (KBr) 3480. 




isopropoxyphenyl)-7-(4- 


methoxyphenyl) 


benzaldehyde 


2940, 1600, 




methoxyphenyl)pyrido[2. 


-ethanone 




1580, 1504 cm 1 ; 




3-d]pyrimidine; 






MS m/z 386 
(M+H)\ 


10 


4-amino-5-(4- 


i-(4-N- 


4-butoxy- 


IR (KBr) 3480, 




butoxyphenyl)-7-(4-N- 


formylpiperazin 


benzaldehyde 


2940, 1660. 




formylpiperazinylphenyl) 


ylphenyl)- 




1600, 1580, 




pyrido[2 ? 3-d]pyrimidine: 


ethanone 




1510 cm' 1 ; MS 
m/z 483 
(M+Hr. 
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11 


4-amino-5-(4- 


K4- 


4-benzyloxy- 


IR (KBr) 3480, 




benzyloxyphenyI)-7-(4- 


methoxyphcnyl) 


benzaldehyde 


3040, 1600, 




methoxyphenyl)pyrido[2. 


-ethanone 




1580, 1560 cm* 1 ; 




3-d]pyrimidine; 






MS m/z 435 










(M+H)\ 


12 


4-amino-5-(4- 


l-(4- 


4-phenoxy- 


IR (KBr) 3456, 




phenoxyphenyl)-7-(4- 


methoxyphenyl) 


benzaldehyde 


3053, 1580, 




methoxyphenyl)pyrido[2 T 


-ethanone 




1558, 1247 cm 1 ; 




3-d]pyrimidine; 






MS m/z 421 










(M+H)*. 


13 


4-amino-5-(4- 


l-(4-(3- 


4-isopropyl- 


IR (KBr) 3480, 




isopropylphenyl)-7-(4- 


(diethylmalonyl) 


benzaldehyde 


2980, 1735, 




diethylmalonylallylphenyl 


allyl) phenyl)- 




1580, 1555 cm 1 ; 




)pyrido[2,3-d]pyrimidine; 


ethanone 




MS m/z 539 










(M+H)\ 


u ■ 


4-amino-5-(4- 


l-(4-t- 


4-isopropyl- 


IR (KBr) 3471, 




isopropylphenyl)-7-(4-t- 


butyl aery 1 phenyl 


benzaldehyde 


2957, 1708, 




butylacrylpheny!)pyrido[2 


)-ethanone 




1584, 1556, 




; 3-d]pyrimidine; 






1 149 cm' 1 ; MS 










m/z 467 










(M+H)\ 


rs — 1 


4-amino-5-(3- 


K4- 


3-bromo 


IR (KBr) 3480, 




bromophenyl)-7-(4- 


dimethylaminop 


benzaldehyde 


1610, 1580, 




dimethylaminophenyl)pyr 


henyl)-ethanone 




1560, 1360, 




ido[2,3-d]pyrimidine; 






1200 cm" 1 ; MS 










m/z 421 










(M+H)\ 



-99- 



WO 00/23444 



PCT/US99/24901 





4-amino-5-(3,4- 


l-(4- 


3,4-dimethoxy- 


IR (KBr) 3450, 




dimethoxyphenyl)-7-(4- 


dimethylaminop 


benzaldehyde 


1610, 1580, 




dimethylaminophenyl)pyr 


henyl)-ethanone 




1560, 1510 cm- 1 ; 




ido[2,3-d]pyrimidine; 






MS m/z 402 










(M+H)*. 


J? 


4-amino-5-(3-t- 


l-(4- 


3-(3- 


1R (KBr) 3480, 




butyIacrylphenyl)-7-(4- 


dimethylaminop 


formylphenyl)ac 


3400, 1700, 




dimethyIaminophenyl)pyr 


henyl)-ethanone 


rylic acid t-butyl 


1610, 1580, 




ido[2,3-d]pyrimidine; 




ester 


1560 cm' 1 ; MS 










m/z 468 










(M+H)\ ' : - 


I* 


4-amino-5-(3- 


l-(4- 


3-methoxy- 


IR (KBr) 3475, 




methoxyphenyl-7-(4- 


dimethylaminop 


bertzaldehyde 


1610,1580, 




dimethy)aminophenyl)pyr 


henyl)-ethanone 




1560, 1200 cm"'; 




ido[2,3-d]pyrimidine; 






MS m/z 372 










(M+H)\ 




4-amino-5-(3,5- 


l-(4- 


3,5-dimethoxy- 


IR (KBr) 3419. 




dimethoxyphenyl-7-(4- 


dimethylaminop 


benzaldehyde 


1637, 1600, 




dimethyIaniinophenyl)pyr 


henyl)-ethanone 




1572, 1371, 




ido[2.3-d]pyrimidine; 






1202 crn'; MS 










m/z 402 










(M+H)\ 




4-amino-5-(3- 


K4- 


2-[2-(3- 


IR (KBr) 3480, 




diethylmalonylallylphenyl 


dimethylaminop 


formy]phenyl)vi 


1720, 1610, 




)-7-(4- 


henyl)-ethanone 


nyl]maJonic acid 


1580, 1558, 




dimethylaminophenyi)pyr 




diethyl ester 


1524,1360 cm' 1 ; 




ido[2,3-d]pyrirnidine; 






MS m/z 540 










(M+H)\ 
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31 


4-amino-5-(3- 


l-(4- 


3- 


IR(KBr) 3480, 




vinylpyridinyiphenyI)-7- 


dimethylaminop 


vinylpyridinyJ- 


1610. 1580. 




(4- 


henyl)-eihanone 


benzaldehyde 


1560, 1513, 




dimethylaminophenyl)pyr 






1360 cm' 1 ; MS 




ido[2,3-d]pyrimidine; 






m/z 385 
(M+H)\ 




4-amino-5-{3- 


l-(4- 


3- 


IR(KBr) 3480, 




trifluoromethylphenyI)-7- 


dimethylaminop 


trifluoromethyl- 


1610, 1580, 




(4- 


henyl)-ethanone 


benzaldehyde 


1560, 1360, 




dimethylaminophenyl)pyr 






1200 cm'; MS 




ido[2,3-d]pyrimidine; 






m/z 410 ;r 
(M+H)*. 




4-amino-5-(3- 


l-(4- 


3-amido- 


IR (KBr) 3480, 




carboxamidophenyl)-7-(4- 


dimethylaminop 


benzaldehyde 


1610, 1580, 




dimethylaminophenyl)pyr 


henyl)-ethanone 




1380, 1200 cm' 1 ; 




ido[2,3-d]pyrimidine; 






MS m/z 446 
(M+HV. 


34 '" 


4-amino-5-{3- 


K4- 


3-cyano- 


IR (KBr) 3460, 




cyanophcnyl)-7-(4- 


dimethylaminop 


benzaldchyde 


3400, 2210, 




dimethylaminophcnyl)pyr 


henyl>ethanone 




1610, 1580, 




ido(2.3-d]pyrimidine; 






1554, 1360 cm 1 ; 
MS m/z 367 
(M+H)\ 


35 1 ■' 


4-amino-5-(3- 


l-(4- 


3-benzyloxy- 


IR (KBr) 3470, 




benzyloxyphenyl)-7-(4- 


dimethylaminop 


benzaldehyde 


1640, 1580, 




dimethylaminophenyl)pyr 


hcnyl)-cthanone 




1550. 1515, 




ido(2,3-d]pyrimidine; 






1357, 1250 cm 1 ; 
MS m/z 448 
(M+H)\ 
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Jo 


4-amino-5-(3- 


l-(4- 


3-methoxy- 


IR (KBr) 3470, 




methoxyphenyl)-7-(4- 


methoxyphenyl) 


henzaldehyde 


1640, 1580, 




methoxyphenyl)pyrido[2. 


-ethanonc 




1550. 1515, 




3-d]pyrtmtdine; 






1357, 1250, 










1240, 1180 cm'; 










MSm/z359 










(M+H)\ 


5? 


4-amino-5-(3- 


l-(4- 


3-bromo- 


IR (KBr) 3478, 




bromophenyI)-7-(4- 


butoxyphenyl)- 


benzaldehyde 


1610, 1580, 




butoxyphenyl)pyrido[2,3- 


ethanone 




1560, 1515,' 




djpyrimidine; 






I355 ? 1251 










1240, 1 180 cm '; 










MS m/z449 










(M+H)\ 


28 


4-amino-5-(3-(2- 


l-(4- 


3-(2-pyridyI)- 


IR (microscope) 




pyridyl)phenyl)-7-(4- 


dimethylaminop 


benzaldehyde 


3476, 1609, 




dimethylaminophenyl)pyr 


henyl)-ethanone 




1580, 1560, 




ido[2,3 -d]pyrimidine; 






1358 cm '; MS 










m/z4l9 










(M+H)*. 


29 


4-amino-5-(3- 


l-(4- 


3 -methyl- 


IR (microscope) 




methylphenyl)-7-(4- 


dimethyiaminop 


be nzaldehyde 


3400, 




dimethylaminophenyl)pyr 


henyl)-ethanone 




1640,1600, 




ido[2,3-d]pyrimidine; 






1580, 1540cm-'; 










MS m/z 356 










(M+H)\ 
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5 





30 


4-amino-5-(3- 


l-(4- 


3-chioro- 


IR (microscope) 






chlorophenyl)-7-(4- 


dimethylaminop 


benzaldehyde 


3400. 1600, 


10 




dimethylaminophcnyl)pyr 


henyi)-ethanone 




1580. 1540 cm"'; 




ido[2,3-d]pyrimidine; 






MS m/z 376 
(M+H)\ 




31 


4-amino-5-(3- 


l-(4- 


3-fluoro- 


IR (microscope) 


15 




fluorophenyl)-7-(4- 

dimethylaminophenyl)pyr 

ido[2 t 3-d]pyrimidine; 


dimethylaminop 
henyl)-ethanone 


benzaJdehyde 


3480, 1640, 
1580, 1560cm" 1 ; 
MS m/z 360 


20 










(M+H)*. r 


32 


4-amino-5-(3- 




J UIUIIIU" 


ii\ ^microscope/ 






bromophenyl)-7-{4- 


methoxyphenyl) 


benzaldchydc 


3485,1607, 






methoxyphenyl)pyrido[2, 


-ethanone 




1575,1550, 


25 




3-d]pyrimidine; 






J Ji J, ujvy, 

1255, 1240, 
1180, 1030 cm'; 


30 










MS m/z 407 
(M+H)~. 




33 


4-amino-5-(3- 


l-(4- 


3-methoxy- 


IR (microscope) 






mcthoxyphenyl)-7-(4- 


bromophenyl> 


benzaldehyde 


3450.1640, 


35 




bromophenyl)pyrido[2,3- 
d]pyrimidiiie; 


ethanone 




1573. 1555, 
1496,1350, 
1260 cm 1 ; MS 


40 










m/z 407 
(M+HV. 



45 



50 
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^ dl I HI Iv J ^ J 


1 .nhpnv 1- 


3-bromo- 


1 fx ^ivDl / J*tOV/» 




uruinupiiciiy i/~ / -piitiiyj 




Jbenzaldehydc 


10*+U. JJOU, 




pyrido [2,3-d]pyrimidine; 






1560, 1480, 










1 J JU, /UU I III , 










MS m/7 177 

1VIO III/ £. J I 1 












J J 


4-arnino-5-(3- 


I-(4- 


3-bromo- 


IR (microscope) 




bromophenyi)-7-(4- 


ethylphenyl)- 


benzaldehyde 


3480, 1645, 




einy ipneny ijpy nao[z, j- 


ethanone \ 




1 joU ^DrOatly, 




djpyrimidine; 






i4vu, i Jou cm , 










V4C mA* /lfK 

Mo IJ1/Z 4UD 










(M-rn) . 


36 


4-amino-5-(3- 


l-(4- 


3-brorao- 


IR (KBr) 3480, 




broraopnenyl)-7-(4- 


bromophenyl)- 


benzaldehyde 


1610, 1575, 




bromophenyl)pyrido[2,3- 


ethanone 




1540, 1350 cm* 1 ; 




djpyrimidine; 






MS m/z 455 










(M+H)\ 


37 


4-amino-5-(3- 


l-(4- 


3-bromo- 


IR (microscope) 




bromophenyl)-7-(4- 


cyanophenyl)- 


benzaldchyde 


3480, 2230, 




cyanophenyl)pyrido[2,3- 


ethanone 




1618, 1580. 




djpyrimidine; 






1555. 1545, 










1350 crn ! ;MS 










m/z 402 










(M+H)\ 



-104- 



WO 00/23444 



PCT7US99/24901 



38 


4-amino-5-(3- 




J Ui UIJ1U 


IR (microscope) 




hromonlipn vl\-7-/<l- 


iiYuruxypnejjyi^- 


benzaldehyde 


J4oI , JUoU 




hvdroxvnhenvnnvridoP 1 


GlliailUIlC 




yOTOuQ). io*tj, 




-dlnvrimidinp' 






IjoU, IjdU, 










1544, 1360, 










iz**u i i j j cm , 










Mb m/z jyj 










(M+H) . 


39 


d.nminn. "5_ 
t-ailliJlO- J j - 


1 (A 


3-ioao- 


IR (microscope) 




loaopnen} l /- /-t^- 


dimethylarninop 


benzaldehyde 


3500, 304Q, 




dimethylaminophenvDpvr 


heny l )- ethanone 




1640 1600 




iH^T^J ^ _ r4 1 r~\^ /"fM w\ i /I i n o ■ 

iuu^z^ j>-ujpy nmiuinc, 






i con i c£.r\ -l 

1580, 1560 cm ; 










Mb m/z 4oo 










(M+H) . 


ac\ 


4-amino-5-(3- 


l-(4- 


3-ethoxy- 


IR (microscope) 




cvnoAypncny i^- / 


dimethylaminop 


benzaldehyde 


3460, 3250, 




dimethyIaminophenyl)pyr 


henyl)-ethanone 




1640, 1600, 




ido[2,3-d]pyrimidine; 






1580, 1560 cm 1 ; 










MS m/z 386 










(M+H)'. 


41 


4- amino- 5 -(3- 


l-(4- 


3- 


IR (microscope) 




trifloromethyoxyphenyl)- 


dimcthylaminop 


trifluoromethoxy 


3480, 1710, 




7-(4- 


henyl)-ethanone 


-benzaldehyde 


1610, 1580, 




dimethylaminophenyl)pyr 






1560, 1540 cm 1 ; 




ido[2,3-d]pyrimidine; 






MS m/z 426 










(M+H)\ 
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42 


A _o m i nn- S S - 

*T CUI1111U J V y** 




3,5-dichloro- 


IR (microscope) 




Hi rVtlnrnnfienvl Y-7-/ 4- 


H i mrM h v 1 -i m inr\n 


.oenzuiaenyQc 


jjUU, jU4U, 




dimethylaminophenyl)pyr 


henyl)-ethanone 




1640, 1600, 




tUU[>,J U J JJ Y I UI11UU1C y 






1 <Qf\ 1 SAft cm" 1 - 

i joU. i jO\j cm , 










\/t C /111 

mj> m/z 4i i 










(M+Hy. 


4J 


4-amino- 5 -( 3 - broroo-4- 




3-bromo-4- 


IR (microscope) 




fluorophenyl)-7-(4- 


dimethylaminop 


fluoro- 


1440 1015 




uiuieinyjaijiinupnLiiy i jpyr 


nenyi ^-einanone 


benzaldehyde 


16^3, 1 607,- 




lao^jjKijpynrnjainc, 






1583 cm v.MS 










m/z 438 










(M+H)*, 


A A 
44 


4-amino-5-(3- 


l-(4- 


3-hydroxy- 


IR (microscope) 




hydrox y phenyl )- 7-(4- 


dimethylaminop 


benzaldehyde 


3450, 1640, 




dimethy laminophcny 1 )py r 


henyl)-ethanone 




1610, 1580,1560 




ido[2,3-d]pyrimidine; 






cm" 1 ; MS m/z 










358 (M+H)\ 


45 


4-amino-5-(3- 


l-(4- 


3-bromo- 


IR (microscope) 




bromophenyl)-7-(4- 


morpholinylphe 


benzaldehyde 


3483, 1607, 




morpholinylphenyl)pyrid 


nyl)-ethanone 




1578.1561. 




o[2,3-d]pyrimidine; 






1518.1355. 










1228 1120 cm' 1 ; 










MS m/z 462 










(M+H) + . 
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46 


4-amino-5-(3- 




J-LJIUIIIU - 


IR (microscope) 




HrT>mnnhpnvlV7-f<l-. 

\Jl\JH lUfJIIbltV 1 t 


pipcridinylphcny 


.bcnzaldchydc 


J4oo, loUo, 




nineriHinvlnhpnvnnvriHnr 
luuijr ipiiwH \ i jyy i iui/[ 


i^-cuiai tout. 








2 3-dlovrimidine* 
















1 71 1 MOO 










1128 cm' 1 ; MS 










nvz *tou 










(M+H) . 




4-amino-5-(3- 


l-(4-(imidazol- 


3-bromo 


IR(KBr)3#81, 




hrr\mi"*T*»h*»«vl\_7_/^ 

uiuuiupjiciiy I _J- / ~^ a t~ 


i-yijpnenyij- 


benzaldehyde 


i f on i ccc 

1580, 1555, 




yJIIllUUi£UI- i - 


cthanonc 




1525, 1482, 




yOpheny l)pyrido[2,3 - 






1352, 1303, 




ujpj I IIIIIUUIC, 






1053 cm ; MS 










m/z 443 










(M+H) + . 


48 




1 (A 


3-bromo- 


1R (KiJr) 3470, 




nromnnhpnvl^-7-f 4- 


chloropheny))- 


benzaldehyde 


i £i c i con 




chlorophenyi)pyrido[2,3- 


ethanone 




1560. 1500, 




djpyrimidine; 






1350, 1090 cm' 1 ; 










MS m/z 411 










(M+H)\ 


49 


4-amino-5-(3- 


H4- 


3-bromo- 


IR(KBr) 3484, 




bromophenyl)-7-(4- 


isopropyiphenyi) 


benzaldehyde 


1610, 1579, 




isopropylphenyl)pyrido[2, 


-ethanone 




1560, 1550, 




3-d]pyrimidine; 






1483. 1357 cm 1 ; 










MS m/z 419 










(M+H)\ 



-107- 



WO 00/23444 



PCT/US99/24901 



50 


4-amino-5-(3- 


1-C4. 




IR f miorn<;con<*1 




bromophenvl)-7-(4- 


tri fliirtrnnhf»n v^- 








trifluorophenyl)pvrido[2,3 


elhnnone 




1616 1579 




-HlnvnmiHinp* 






1S47 H94 
13**/, I3it, 










111") 1 19? 










1070 cm 1 ; MS 










m/z 445 












31 


4-amino-5-(3- 


1 (A 

l-(4- 


3-bromo- 


ID / 1/" D-A 1^1 O 1 

IK (KiJr) JhoI, 




Drurnupncnyi/- t-y\~ 


diethylaminophe 


benzalaenyae 


lOU/, 13/.0, 




diethylaminophenyl)pyrid 


nyl)-ethanone 




1301, 1533, 




o[2,3-d]pyrimidine; 






1353, 1200, 










1 1 33 Cul , IV] o 










m/T 4.AK 










(ivi+n; . 




*t- tim l no- j j - 


1 -(3,4,3- 


3-bromo- 


IK (K±>r) 3453, 




bromophenyl)-7-(3,4,5- 


trimethoxypheny 


benzaldehydc 


1579, 1548, 




trimethoxyphenyl)pyrido[ 


l)-ethanone 




1507. 1340, 




2.3-d]pyrimidine; 






1129 cm''; MS 










m/z 467 










(M+H)\ 


53 


4-amino-5-(3-(3- 


l-(4- 


3-(3- 


IR(KBr) 3425, 




methoxy benzyl )phenyl )- 


dimethylaminop 


meth oxy benzyl)- 


1613, 1580, 




7.(4- 


henyl)-cthanone 


benzaldehyde 


1558, 1537 cm 1 ; 




dimethylaminophenyl)pyr 






MS m/z 478 




ido[2,3-d]pyrimidine; 






(M+H)*. 



-108- 



WO 00/23444 



PCT/US99/2490I 



54 


4-amino-5-(3- 


I -(4- 


3- 


IR (KBr) 3469, 




methoxyethyoxyphenyl)- 


dimethylaminop 


jnethoxyethoxy- 


1610. 1580, 




7-(4- 


henyl)-ethanone 


benzaldehyde 


1560, 1357 cm'; 




dimethy 1 am i nopheny 1 )py r 






MS m/z 416 




ido[2,3-d]pyrirnidine; 






(M+H)*. 


55 


4-amino-5-(3,4- 


l-(4- 


3,4- 


IR (KBr) 3466, 




methylenedioxyphcnyl)- 


dimethylaminop 


methylenedioxy- 


16245, 1579, 




7-(4- 


henyl)-ethanone 


benzaldehyde 


1560 cm '; MS 




d im ethyl ami nopheny I )pyr 






m/7 386 

III! £, J 0\J 




ido[2,3-d]pyrimidine; 






(M+H)*. t 


56 


* cu nil i\j *J y _J 




j - orumtj- 






bromophenyl)-7-(4- 


ethoxyphenyl)- 


benzaldehyde 


1607, 1579, 




ethoxyphenyl)pyrido[2,3- 


ethanone 




1560, 1517, 




djpyrimidine; 






1360, 1238, 
1180 cm' 1, MS 
m/z 421 
(M+H)*. 


57 


4- ami no- 5- (3 - 


l-(2-thienyl)- 


3-bromo- 


IR (KBr) 3470, 




bromophenyl)-7-(2'- 


ethanone 


benzatdehyde 


1579, 1560, 




thiophene)pyrido[2 3 3- 






1547, 1429, 




djpyrimidine; 






1361 cnV';MS 
m/z 383 
(M+H)\ 


58 


4-amino-5-(3- 


l-(4- 


3-bromo- 


IR (microscope) 




bromophenyl)-7-(4- 


fluorophenyl)- 


benzaldehyde 


3476, 1600, 




fluorophenyi)pyrido[2,3- 


ethanone 




1580, 1555, 




d]pyrimidine; 






1515, 1350. 
1230 cm' 1 ; MS 
m/z 395 
(M+H)*. 



-109- 



WO 00/23444 



PCT/U599/24901 



59 


4-amino-5-(3- 


K4- 


3- 


IR (KBr) 3436, 




dimethylaminophenyl)-7- 


dimethylaminop 


dimethylamino- 


1601, 1580, 




(A. 

(4- 


henyl)-ethanone 


benzatdehyde 






dimethylaminophenyl)pyr 






1200 cm 1 ; MS 




ido[2,3-d]pyrimidine; 






m/z 385 










(M+H)*. 


60 


4-amino-5-phenyl-7-(4- 


H4- 


benzaldehyde 


IR (KBr) 3400, 




dimethylaminophenyI)pyr 


dimethylaminop 




i f r\f\ icon 

1600, 1580, 




ido[2,3-d]pyrimidine; 


henyl)-ethanone 




1560, 1530,V 










1200 cm*';:MS 










m/z 342 










(M+H)\ 


6! 


4-amino-5-(3,4,5- 


l-(4- 


3,4,5- 


IR (KBr) 33460, 




tnmethoxyphenyl)-7-(4- 


dimethylaminop 


trimethoxy- 


1607, 1578, 




dimethylaminophenyl)pyr 


henyI)-ethanone 


benzaidehyde 


1127cm 1 ; MS 




ido[2,3-d]pyrimidine; 






m/z 432 










(M+H) + . 


62 


4-amino-5-(3- 


l-(4- 


3-bromo- 


IR (microscope) 




bromophenyl)-7-(4- 


nitrophenyl)- 


benzaldehyde 


3485, 1618, 




Mill U^llCll V 1 \ \\1\J\ J 


ClllallUIlC 




JJOU, 1 JJU, 




djpyrimidinc; 






1520, 1340, 860 










cm' 1 ; MS m/z 










422 (M+H)*. 


63 


4-amino-5-(3- 


K4- 


3-bromo- 


IR (KBr) 3480, 




bromophenyl)-7-(4- 


iodophenyl)- 


benzaldehyde 


1610, 1575, 




iodopheny l)py ri do [2 .3 - 


ethanone 




1570, 1540, 




d]pyrimidine; 






1350, 1000 cm 1 ; 










MS m/z 503 










(M+H)\ 



-110- 



WO 00/23444 



PCTAJS99/24901 





4-amino-5-(3- 


1 {1 A 


3-bromo- 


I U / V" D _\ T.lOC 

IK (Ror) J4oD, 




bromophenyl)-7-(3,4- 


methylenedioxy 


.benzaldehyde 


1607. 1575, 




methylenedioxyphenyI)py 


pheny])- 




1545, 1500, 




rido[2,3-d]pyrimidine; 


ethanone 




144U, 1JDU, 
ncc lmu - m -i. 

\ AC /_ ill I 

MS m/2 42 1 
(M+H)\ 


65 


4-amino-5-^thionhen-2- 




thinnhene-?- 


IR (KBr* 3480 




yl)-7-(4- 


morpholinylphe 


carboxaldehyde 


1607, 1580; 




morpholinyiphenyl)pyrid 


nyl)-ethanone 




1560, 1226 cm ; 




o [2,3-d]pyrimidine; 






MS m/z 390 
(M+H)\ 


66 


4-amino-5-(3,5- 


1 -(thiophen-2- 


3,5-dimethoxy- 


IR(KBr) 3450, 




dimethoxyphenyl)-7- 


yl)-ethanone 


benzaldehyde 


1640, 1600, 




(thiophen-2-yle)pyrido 






1580, 1560 cm' 1 ; 




[2,3-d]pyrimidine; 






MS m/z 365 
(M+H)\ 


67 


4-amino-5-(3- 


K4- 


3-bromo- 


IR (KBr) 3481, 




bromophenyl)-7-(4- 


carboxamidophe 


benzaldehyde 


1674, 1611, 




carboxamidophenyl)pyrid 


nyl)-ethanone 




1577, 1558, 




o[2,3-d]pyrimidine; 






1352 cm 1 ; MS 
m/z 420 
(M+H)\ 



WO 00/23444 



PCTAJSV9/2490! 



Oo 


4-amino-5-(3- 


l-(4-(2- 


3-bromo- 


IR (KBr) 3478, 




Dromopnenyl)-7-(4-(2- 


methoxy)ethoxy 


benzaldehyde 


1607, 1580, 




methoxy)ethoxyphenyl)p 


phenyl )- 




1560, 1515. 




yrido[2,3-d]pyrimidine; 


ethanone 




1357, 1260, 










1235, 1 180, 










1 1 1 j cm , ivj o 










m/z 451 










(M+H)*. 


69 


4-amino-5-(3,5- 


l-(4- 


3,5-dimethoxy- 


IR (KBr) 3450, 




dimethoxyphenyl)-7-(4- 


morpholinylphe 


benzaldehyde 


1608, 1580, 




morpho!inylphenyl)pyrid 


nyl)-ethanone 




1555, 1541, 










1 OTA nift 










1160 cm 1 ; MS 










m/z 444 










(M+H) + . 


70 


4 -amino -5 -(3- 


l-(thiophene-2- 


3- 


IR (KBr) 3486, 




trifluoromethy]phenyl)-7- 


yl)-ethanone 


trifluoromethyl- 


1620. 1580, 




(thiophene-2-yl)pyrido 




benzaldehyde 


1560, 1325, 




[2,3-d]pyrimidinc; 






1 123cm' 1 ; MS 










m/z 373 










(M+H)\ 


71 


4-amino-5-(3- 


l-(4- 


3-bromo- 


IR (KBr) 3450, 




bromopheny i)-7-(4- 


aminophenyl)- 


benzaldehyde 


1632, 1605, 




aminophenyl)pyrido[2,3- 


ethanone 




1580, 1365 cm" 1 ; 




d]pyrimidine; 






MS m/z 393 










(M+H)\ 



-112- 



WO 00/23444 



PCT7US99/24901 



72 


4-amino-5-(3-bromo-4- 


1 -(thiophene-2- 


3-bromo-4- 


IR(KBr) 3480, 




fl uoro phe n y 1 )-7 - 


vlY>pfhMnnnp 


fluoro- 


1 &dCl 1 *>8fi 
! o*fU. 1 JO\J. 




f thinnhenp-9-vl^nvriHn 




benzaldehydc 






[z,j-ujpynrniaine, 






Ma m/z 401 
(M+H)*. 


73 


4-amino-5-(3-bromo-4- 


l-(2-furanyl)- 


3-bromo-4- 


IR(KBr) 3460, 




fluorophenyl)-7-(2- 


ethanone 


fluoru- 


1600 1580 




lurauyijpynuo 




benzaldehyde 


1560, 1500cm ; 




d]pynmidine; 






MS m/z 385 
(M+H)\ .f 


74 


4-amino-5-(3,5- 


l-(4- 


3,5-dimethoxy- 


IR(KBr)3460, 




dimethoxyphenyi)-7-(4- 


iodophenyl)- 


benzaldehyde 


1604. 1575, 




iodophenyl)pyrido[2,3- 


ethanone 




1556, 1541, 




djpyrimidinc; 






i in < jnf 

MS m/z 485 
(M+H)\ 




4-ammo-5-(3,5- 


l-(4- 


3,5-dimethoxy- 


IR (KBr) 3459, 




dimethoxyphenyl)-7-(4- 


imidazolylpheny 


benzaldehyde 


1604, 1580, 




imidazolylphenyl)pyrido[ 


l)-ethanone 




1556, 1524, 




2,3 Ki]pyrimi dine; 






1484, 1304, 
1159, 1056 cm' 1 ; 
MS m/z 425 
(M+H)\ 


76 


4-amino-5-(3.5- 


l-(4-{thiophenc- 


3.5-dimethoxy- 


IR (KBr) 3457, 




dimethoxyphenyI)-7-(4- 


2-yI)phenyl)- 


benzaldehyde 


1602, 1579, 




(thiophene-2- 


ethanone 




1557, 1207, 




yl)phenyl)pyrido[2,3- 






1159 cm' 1 ; MS 




d]pyrimidine; 






m/z 441 
(M+H)*. 



WO 00/23444 



PCT/US99/2490I 



77 


4-amino-5-(3,5- 


l-(4-(3- 


3,5-dimethoxy- 


IR (ICBr) 3452, 




dimethoxyphenyl)-7-(4- 


pyridyl)phenyl)- 


benzaldehyde 


1604. 1578, 




(3- 


ethanone 




1558 ? 1287, 




pynayi jpneny ijpy naojz,j 






l2Uo, 1 ov cm ; 




-ajp)- nmiQi ne. 






Mo m/z 4Jo 

/\if_»_T_IV 

(lVrrri) . 


78 


4-amino-5-(3- 


l-(4-(4- 


3-bromo- 


IR (KBr) 3475, 




bromophenyl)-7-(4-(4- 


methylpiperidin 


benzaldehyde 


1607, 1577, 




methvlnineridinvnnhenvl^ 






I J J O, 1 J*ty, 




pyrido[2,3-d]pyrimidine; 


ethanone 




1356, 1232 cm' 1 ; 
MS m/z 475 
(M+H)\ 


79 


4-amino-5-(3- 


l-(4- 


3-bromo- 


IR (KBr) 3486, 




bromophenyl)-7-(4- 


pyrrolidinylphen 


benzaldehyde 


1608, 1577, 




pyrrolidinylphenyl)pyrido 


yl)-ethanone 




1560, 1533, 




[2,3-d]pyrimidine; 






1353, 1196 cm* 1 ; 
MS m/z 446 
(M+H)\ 


80 


4-amino-5-(4- 


1.(4. 


4- 


IR (ICBr) 3327, 




bromothiophen-2-yl)-7- 


dimethylaminop 


bromothiophene 


1604, 1578, 




(4- 


henyl)-ethanone 


-2- 


1548, 1521, 




dimethylaminophenyl)pyr 




carboxaldehyde 


1367, 1350, 




ido[2,3-d]pyrimidine; 






1202, 820 cm* 1 ; 
MS m/z 426 
(M+H)\ 



-114- 



5 



WO 00/23444 



PCT/US99/24901 





o i 


4-amino-5-(4- 


1 f 4 


4- 


IR (KBr) 3460, 






bromothiophene-2-yl)-7- 


morpholinylphe 


bromothiophene 


1606 1578 


10 




(A 


nyl)-ethanonc 


-z- 


1558, 1541. 




morpnojiny ipnen> i jpyna 
o[2,3-d]pyrimidine; 




carboxaldehyde 


1317, I2J2. 824 
cm 1 ; MS m/z 
468 (M+H) 4 . 


15 




4-morpno!inyl-5-(3- 


l-(4- 


3-bromophenyl- 


1R (microscope) 






bromophenyl)-7-(4- 


H i mpth v ! n tn i n r\ri 


uctixuiucxiyuc 


ii4n i^m 






dim ethyl aminophenyl)pyr 


henyl)-ethanone 




1580, 1540 cm" 1 ; 


20 




ido[2,3-d]pyrimidine; 






MS m/z 4$>0 










(M+H)\ 




83 


4-arnino-5-(4-(5- 


H4- 


4-(5- 


1R (KBr) 3460, 






bromothiophene-2- 


morpholinylphe 


bromothiophenc 


1606, 1580, 


£0 




vlYnhenv]V7-f4- 

morphoiinylphenyl)pyrid 

of2,3-d]pyrimidine; 


nv 1 ^-pthii n n r»#» 

ilv I y~CUIuil\JllC 


z y 1 

)benzaldehyde 


1 1 541 
1 J JO, I JH I , 

1517, 1233 cm' 1 ; 
MS m/z 468 


30 










(M+H)\ 


©4 


4-amino-5-(4- 


l-<4- 


4-bromo- 


IR (microscope) 






bromopheny))-7-(4- 


dimcthylaminop 


benzaldehyde 


3480,3320, 






dimethylaminophetiyl)pyr 


henyl)-ethanone 




1603, 1580, 


35 




ido[2.3-dlpyrimidine; 






1540 ; 820 cm 1 ; 
MS m/z 420 
(M+Hf. 


40 


85 


4-amino-5-(3- 


l-(4- 


3-bromo- 


IR (microscope) 




bromophenyl)-7-(4- 

(acetylamirio)phenyl)pyri 

do[2,3-d]pyrimidine; 


(acetylamino)ph 
enyl)-ethanone 


benzaldehyde 


3480 1600, 
1580,1520cm 1 ; 
MS m/z 434 


45 










(M+H)\ 



50 

-115- 



55 



WO 00/23444 



PCT/US99/24901 



00 


4-amino-5-(3- 


I -(4- 


3-bromo- 


lR (microscope) 




bromopheny 1 )-7 -(4- 


dimethyiaminop 


.benzaldenyde 


3300, 1606, 




dimethylaminophenyl)pyr 


henyl)-ethanone 




1600, 1580, 




ido[2,3-d]pyrimidine; 






1560 cm' 1 ; MS 










m/z 421 










(M+H)\ 


87 


4-amino-5-(3,5- 


l-(5- 


3,5-dimethoxy- 


IR (microscope) 




dimethoxyphenyl)-7-(5- 


pyrimidinylphen 


benzaldehyde 


3458, 1602, 




p>TimidinylphenyI)pyrido 


yl)-ethanone 




1579, 1558; 




[2,3-d]pyrimidine; 
















1364. 1 196, 










1058 cm ; MS 










m/z 437 










(M+H)'\ 


88 


4-(4- 


I -(4- 


3-bromo- 


IR(KBr) 3410, 




fluoropheny!)amino)-5- 


dimethyiaminop 


benzaldehyde 


1605, 1570, 




(3-bromopheny 1 )-7-(4- 


henyl)-ethanone 




1525, 1503 cm' 1 ; 




dimcthylaminopheny))pyr 






MS m/z 514 




ido[2,3-d]pyrimidine; 






(M+H)\ 


89 


4 -ami no- 5 -(4- 


l-(4- 


4- 


IR(KBr)3470. 




bromothiophene-2-yl)-7- 


pyrrolidinylphen 


bromothiophene 


1609, 1577. 




(4- 


yl)-ethanone 


-2- 


1555, 1520, 




pyrroiidinylphenyl)pyrido 




carboxaldehyde 


1409. 1386, 




[2,3-d]pyrimidine; 






1350, 1 196, 821 










cm" 1 ; MS m/z 










452 (M+Hy. 



-116- 



WO 00/23444 



PCT/US99/24901 



90 


4 -ami no- 5 -(4- 


l-(thiophene-2- 


4- 


IR(KBr) 3308, 




bromoihiophene-2-yl)-7- 


yI)-ethanone 


bromothiophenc 


1606, 1578, 




(thiophene-2- 




-2- 


1543, 1526 ; 




yl)pyrido[2,3- 




Cell LHJAcl luciiy uc 


14.97 nSQrm"'- 




djpyrimidine; 






MS m/z 389 
(M+H)*. 


91 


4-amino-5-(3- 


l-(5- 


3-bromo- 


IR (microscope) 




bromopheny1)-7-(5- 


(dimethylamino) 


benzaJdehyde 


3490, 1581, 




(dimethylamino)thiophen 


thiophene~2-yl)- 




1556, 1501/ 






cuTiiiiunc 




1/101 \ a cvi 




d]pyrimidine; 






1373, 1072 cm"'; 
MS m/z 426 
(M-rH)\ 


92 


4-amino-5-(3-bromo-5- 


K4- 


3-bromo-5-iodo- 


IR(KBr)3493, 




iodophenyl)-7-(4- 


(dimethylamino) 


benzaldehyde 


1608, 1562, 




(dimethylamirio)phenyl)p 


DhenvlV 




1533 1364 




yrido[2,3-d]pyrimidine; 


ethanone 




1350, 1200 cm 1 ; 
MS m/z 546 
(M^H)\ 


93 


4-amino-5-(3 J 5- 


l-(4- 


3,5- 


1R (KBr) 3484, 




di(trifluoromethyI)phenyl 


(dimethylamino) 


di(trifluorometh 


1607, 1580, 




)-7-(4- 


phenyl)- 


yl-benzaldchyde 


1554, 1386, 




(dimethylamino)phenyl)p 


ethanone 




1280 cm '; MS 




yrido[2,3-d]pyrimidine; 






m/z 478 

(M+Hr. 



-117- 



WO 00/23444 



PCMJS99/2490I 



5 





QA 


4 -ami no- 5 -(3,5 - 


1 f A 


3,5- 


IR (KBr) 3500, 






di(trifluoro methyl) phenyl 


morpholinylphe 


di (tri fl uorometh 


1643, 1602, 


10 




\ 7 (A 


nyl)-ethanone 


yl-benzaldehyde 


o78, 1D^4. 




morpholinylphenyl)pyrid 
o[2,3-d]pyrimidine; 






i ion — - 1 . * #o 

1280 cm ; MS 
m/z 520 
(M+H)\ 


15 


95 


4-amino-5-(3 ,5- 


1-C4- 




TR fKRrl 144f) 

1 fx ^IvDI J JftU, 






aibromopnenyl)-7-(4- 


(dimethylamino) 


benzaldehyde 


1608, 1570, 






(dimethyIamino)phenyl)p 


phenyl)- 




1559, 1536 cm' 1 ; 


20 




yrido[2,3-d]pyrimidine; 


ethanone 




MS m/z 498 










(M+H)*. 




96 


4-amino-5-(3,5- 


K4- 


3,5-dibromo- 


IR (KBr) 3480, 






dibromophenyl)-7-(4- 


morpholinylphe 


benzaldehyde 


1607, 1560, 


25 




o[2,3-d]pyrimidinc; 


ny i j*ciiMiione 




i j cm ; 
MS m/z 540 
(M+H)\ 


30 


97 


4-amino-5-(4- 


l-(4-(4- 


4- 


IR (KBr) 3460, 




bromothiophene-2-yl)-7- 


meihylpiperidin 


bromothiophene 


1608, 1576, 






(4-(4- 


yl)phenyl)- 


-2- 


1557, 1540, 






meihylpiperidinyl)phenyl) 


ethanone 


carboxaldehyde 


1513, 1384, 


35 




pyrido[2,3-d]pyrimidine; 






1353, 1240, 823 
cm" 1 ; MS m/z 
481 (M+HT. 


40 


98 


4-amino-5-(3,5- 


I -(4- 


3,5-dibromo- 


IR (KBr) 3486, 




dibromophenyl)-7-(4- 

(dimethylamino)phenyl)p 

yrido[2,3-dlpyrimidinc; 


(dimethylamino) 

phenyl)- 

ethanone 


benzaldehyde 


1608, 1570, 
1559. 1536, 
1360, 1350, 


45 










1200. 823 cm 1 ; 
MS m/z 498 
(M+H)-. 



50 

-118- 



55 



WO 00/23444 



PCT/US99/24901 



99 


4-amino-5-(3- 




J-UI UII1U 


1 fx ^ rvD I ^ JHOU, 




bromophenyl>7-(3- 


(dimethyl amino) 


.benzaJdehyde 


1601, 1579, 




(dimethvlamino)phenyl)p 


nhenvH- 








yrido[2,3-d]pyrimidine; 


ethanone 




11S7 cm" 1 - MS 

1 JJ / Will , IVIO 










nvz 
















1 J A 


3-oromo- 


IK (KOT) 3480, 




bromophenyl)-7-(4- 


methylsulfonylp 


benzaldehyde 


1600, 1580, 




iiiciiiv ibui luiiy ipnci iy i jpyr 


henyl)-ethanone 








iHnT^ ^-fNiwri'tniHi n*»* 
iuu[^,j ujpyi imiuiiic, 






UQ —Z™ 4cc 

Mo m/Z Qjj 










(M+rl) . 


101 






3-bromo- 


IK (Kr>r) 3486, 




bromophenyJ)-7-(3- 


methoxyphenyl) 


benzaldehyde 


1 C AC 1 C "TO 

IoOj, 1578, 




methoxyphenyl)pyridor2, 


-ethanone 




1550, 1492, 




j-ujpyriuiiuinc, 






\1AC n^i 

I34o, l-ioi cm ; 










Mj nvz 4U/ 










{Mrr rl) . 


102 


^1- nmi nn. - 




3-bromo- 






Krnmnrihpri vl^_7_/ d. 

UHJ1UUJJI It l)- l \+ 


(me in y i in ioj pn c 


benzaldchydc 


1 OU /, I J /o, 




(raethyllhio)phenyl)pyrid 


nyl)-ethanone 




1566, 1538, 




o[2,3-d]pyrimidine; 






1350, 1094, 795 










cm" 1 ; MS m/z 










423 (M+H)\ 


103 


4-amino-5-(3- 


l-(3 3 4- 


3-bromo- 


IR (KBr) 3482, 




bromophenyl)-7-(3,4- 


dichlorophcnyl)- 


benzaldehydc 


1634, 1576, 




dichlorophenyl)pyrido[2,3 


ethanone 




1545, 1488, 




-d]pyrimidine; 






1342 cm*'; MS 










m/z 445 










(M+H)\ 



-119- 



WO 00/23444 
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104 


4-amino-5-(3- 


l-(4-(N-meihyl- 


3-bromo- 


IR (KBr) 3478, 




bromophenyl>7-(4-(N- 


N- 


.benzaldehydc 


1672, 1639, 




methyl-N- 


formyIamino)ph 




louj, l^/y, 




luniiY laiiuiiv jyiiziiy i )py ii 


ciiy i^-ciuanonc 




i j<w, o4i cm , 




ao[z,j-ujpynmiuine, 






WC — /r, ,11/! 

Mi m/z 4J4 
(M+H)*. 


105 


4-amino-5-{3- 


H4- 


3-bromo- 


IR (KBr) 3488, 




bromophenyl)-7-(4- 


methyl am inophe 


HenzsIrlphvHp 

lyvi iLuiuvi it uv 


1637 1607 




methylaminophenyl)pyrid 


nyl)-ethanone 




1587, 1360 cm ; 




o[2,3-d]pyrimidine; 






MSm/z 480 
(M+Hf. 


106 


4-amino-5-(3-bromo-4- 


l-(4- 


3-bromo-4- 


IR (KBr) 3489, 




fluorophenyI)-7-(4- 


mcthylsulfonylp 


fluoro- 


1578, 1560. 




methyIsulfonylphenyl)pvT 


henvlVethannnp 


LK/ll6alUCJ \y uc 


1406 11 tl 




ido[2,3-d]pyrimidine; 






1 151, 775 cm"'; 
MS m/z 473 
(M+H)*. 


IK)/ 


4-anunoo-(3- 


l-(j-amino-4- 


3-bromo- 


IR (microscope) 




bromophenyl)-7-(3- 


methoxy phenyl) 


benzaldehyde 


3431. 1629, 




amino-4- 


-ethanone 




1606, 1583, 




methoxyphenyl)pyrido[2, 






1274 cm 1 ; MS 




3-d]pyrimidine; 






m/z 422 
(M+H)\ 


108 


4-amino-5-(3- 


1 -(3-bromo-4- 


3-bromo- 


IR (microscope) 




bromophenyl)-7-(3- 


(dimethylamino) 


benzaldehyde 


3470, 1638, 




bromo-4- 


phenyl)- 




1570,1560, 




(dimethy!amino)phenyl)p 


ethanone 




1538, 1480, 




yrido[2,3-d]pyrimidine; 






1345 crn'^MS 
m/z 498 
(M+H)\ 



-120- 



WO 00/23444 



PCTAJS99/24901 



I0Q 
i \jy 




1 i 1 rr\t*tVi\i\ A 

i -^j-iTicinyi-**- 


3-bromo- 


IR (microscope) 




bromophenyl)-7-(3- 


(dimethylamino) 


benzaldehyde 


j4jfi. i04U, 




methyl-4- 


phenyl)- 




1605. 1580, 




^uiincuiy laiiuiiu jpncriyi 


cuidrionL 




i j j j, l joo cm , 




j nuo[4,j-u jfjjr nmiuiiic, 






ivjo m/z tj** 
(M+n) . 


1 I u 


4 -ami no- 5 -(3 - 


i /a rKf m Mkni 
l-(4-(N-metnyl- 


3-bromo- 


IK (KJ3r) 3443, 




bromophenyl)-7-(4-(N- 


N- 


benz aldehyde 


1699 1635 




m ethyl -N - 


trifluoroacetyla 




1606, 1201 cm ; 




trifluoroacetylamino)phen 


mino)phenyl)- 




Mb m/z -5U2 




yi ;pynao[i, j- 


ethanone 




(M+H)~. 




d]pyrimidine; 








111 


4-amino-5-(3- 


K4- 


3-bromo- 


IR(KBr) 3438, 




bromophenyl)-7-(4- 


(dimethylamino) 




1638 1592 




(dimethylamino)-3- 


-j- 




1365 cm ; Mb 




iiuorop ne ny i jpy n ao - 


fluorophenyl)- 




m/z 43 o 




d]pyrimidine; 


ethanone 




(M+H) f . 


1 I z 


4 -am in 0-5 -(3 - 


l-(4-(N-etnyi-N- 


3-bromo- 


IK. (KBr) 3477, 




bromophenyl)-7-(4-(N- 


formylamino)ph 


benzaldehydc 


1672. 1604, 




ethyl-N- 


enyl)-ethanone 




1580, 1562, 




formylamino)phenyi)pyri 






1353 cm' 1 ; MS 




do[2,3-d]pyrimidine; 






m/z 448 
<M+H)\ 


113 


4,4-bis(acetylamino)-5- 


l-<4-(N-mcthyl- 


3-bromo- 


IR (KBr) 3434, 




(3-bromophenyl)-7-(4-(N- 


N- 


benzaldehyde 


1667, 1635, 




methyl-N- 


acetylamino)phe 




1600, 1200 cm 1 ; 




acetylamino)phenyl)pyrid 


nyl)-eihanone 




MS m/z 532 




o[2,3-d]pyrimidine; 






(M+H)\ 



-121- 



WO 00/23444 



I , CT/US99/24901 
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4 -amino- 5 -(3- 


l-(4-(N-acetyl- 


3-bromo- 


IR (KBr)3443, 




Vvrn rrt r^nhpnv/l Y_"7 -t /"NJ _ 

uiuiiiupiicuy 1 J /-^*t-^l\- 


XI. 


Dt-IlildKlcUyUL 


\fsf\l \ft1$ 
1 \J\J 1 . 1 UJJj 




cXWCljr 1*1^1 • 


rnciny larnino^pn 




1 AAA nAA rm -'- 




mcuiy idiiiuiu jpnciiy i^jpy n 


cnyj )-c Liidnune 




MC m / 7 «7'> 
ivio rn/z. jji 




do[2.3 -d]pynmidin£j 








1 1 ^ 


4-amino-5-(3- 


1 (A /XI 


3-bromo- 


IK (iS-br) 3441, 




bromophenyl)-7-(4-(N- 


ethylamino)phen 


benzal dehyd e 


1633, 1603, 




ethy lami no)pheny l)py rido 


yl)-ethanone 




1572, 13oo cm , 




[2,3 - d]pyrimi d ine ; 






nic __/-» A*yf\ 
Ma m/z 4zy 

(M+H) . 


116 


4-amino-5-(3- 


l-(-(N-methyI- 


3-bromo- 


IR(KBr) 3439, 




bromophenyI)-7-(4-(N- 


N-(2- 


benzaldehyde 


1636, 1601, 




methyl-N-(2- 


mcthoxycthyl)a 




1529 1361 cm 1. 




methoxyethyl)amino)phe 


rnino)phenyl)- 




Mi> m/z 4o4 




nyl)pyndo[z,3- 


ethanone 




(M+H) . 




djpyrimidine; 








1 1 / 


4 -ami no- 5 -(3- 


i-(-(N- 


3 -bro mo- 


IR (KBr) 3430, 




bromophenyl)-7-(4-(N- 


isopropylamino) 


be nzal dehyd e 


1oj2, 1600, 




isopropylamino)phenyl)p 


phenyl)- 




1578, 1530, 




yrido[2,3-d]pyrimidme; 


ethanone 




1357 cm '; MS 
m/z 434 
(M+H)'. 


118 


4-amino-5-(3- 


l-(4-N-ethyl-N- 


3-bromo- 


IR (microscope) 




bromophenyl)-7-(4-N- 


(2- 


benzaldehyde 


3488, 1657, 




ethyi-N-(2- 


methoxyethyl)a 




1604, 




methoxyethyl)amino)phe 


mino)phenyl)- 




1579,1552, 1118 




nyl)pyrido[2,3- 


ethanone 




cm* 1 ; MS m/z 




djpyrimidine; 






506 (M+H)*. 



-122- 



WO 00/23444 



PCT/US99/2490I 



1 10 


4 -ami no- 5 -(3* 


1 (A M /"l 


3-bro mo- 


IK (N.or) J2UI, 




bromophenyl)-7-(4-N-(3- 


methoxypropion 


be nzaldehyde 


lo/y, lol /, 




methoxypropionyl)-N- 


vlVN-isoDroDvl- 




1597.1576, 




lsopropyi- 


amino)pheny))- 








amino)pheny 1 )pyri do f 2,3- 


cthanonc 




111/ cm ; Mb 




djpyrimidine; 






m/z 521 
(M+H)\ 


120 


4-amino-5-(3- 


1 -(4-N-(2- 


•J LflUlllU 


IR (KRr\ 1475 

1 IN. ^IVUl J J*r 1 J y 




oromopnenyij- /-(4-in-(Z- 


(dimethylamino) 


benzaldehyde 


1 / oi 1 C "JO ■"• 

1681, 1579, 




(dimethylamino)ethyl)-N- 


ethyl)-N- 




1351, cm '; MS 




fo rmy 1 ami no)phcny I) py ri 


formylamino)ph 




m/z 491 




do[2.3-d]pyrimtdine; 


enyl)-ethanone 




(M+H)~. 


121 


4-ammo-5-(3- 


l-(4-(N-(2- 


3-bromo- 


IR (KBr) 3431, 




bromopheny I )-7 -( 4-(N -( 2- 






1614 InOl 




(dimethylamino)ethyl)ami 


ethyl)amino)phe 




1573, 1359 cm' 1 ; 




no)phenyl)pyrido[2,3- 


nyl)-ethanone 




MS m/z 463 




d]pynmidine; 






(M+H)\ 


\Ll 


4-ammoo-(J- 


1 -(4-(N-methyl- 


3-bromo- 


IR (KBr) 3475, 




bromopnenyl)- /-(4-(N- 


N-(2- 


benzaidehyde 


2220, 1660, 




methyl-N-(2- 


cyano)ethylamin 




1604, 




cyano)elhylumino)phenyl 


o)phenyl)- 




1580,1560, 1352 




)pyrido[2J-d]pyrimidine; 


ethanone 




cm' 1 ; MS m/z 
459 (M+H) + . 


123 


4-amino-5-(3- 


l-(4-(N-methyl- 


3-bromo- 


IR (KBr) 3475, 




bromophenyI)-7-(4-(N- 


N-(3- 


benzaldehyde 


1663, 1604 ; 




methyl-N-(3- 


methoxy)propio 




1578,1559, 1352 




methoxy)propionylamino) 


nyiamino)phenyl 




1 1 14 cm' 1 ; MS 




phenyl )pyrido [2,3- 


)-ethanone 




m/z 478 




d]pyrimidine; 






(M+H)\ 



-123- 



WO 00/23444 
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194 
i 


t-aniino- j-\ j- 


1 it I'M a* Vsxt\ A 

i -\ j-meiny i-*f- 


3-bromo- 


IK (K.I3r) 34oo, 




bromopheny l)-7-(3- 


(N-formyl-N- 


.benzaldehyde 


1677, 1607, 




meth v 1 -4 -fN - form v I -N - 


mpthvtaminn^rth 

11 It 111 V ILllI 1 1 1 l\J JUll 








nit u i} idiiuiiu jpiixziiy i /py ri 


ciiy i j cuiiiiiunc 




i j j i cm , iviD 




uu[/ T j-ujp> riuiiuirtc. 






/_ A AO 

m/Z 445 
(M+H) . 


125 


4-amino-5-(3- 


H3-methyl-4- 


3-bromo- 


IR (KBr) 3433, 




bromophenyl)-7-(3- 




benzaldehvde 


1635 1605 






melhylaraino)ph 




1585, 1359icm ; 




methylamino)phenyl)pyri 


eny I )-ethanone 




MS m/z 420 




ao[z,i-ajpynmiaine, 






(M+H)*. 


I/O 


4-amino-3-(3- 


l-(4-(4- 


3-bromo- 


IR (microscope) 




bromophenyl)-7-(4-(4- 


methoxy-2- 


benzaldehyde 


3473, 3063, 




methoxy-2- 


butyl)phenyl)- 




1710, 1671, 




butyl)phenyl)pyrido[2,3- 


ethanone 




1582,1564, 1352 




d]pyrimidine; 






cm* 1 ; MS m/z 
593 (M+H)\ 


127 


4-amino-5-(3- 


l-(4-(N-methyt- 


3-bromo- 


IR (microscope) 




bromophenyl)-7-(4-(N- 


N-(2-(N- 


benzaldehyde 


3443, 1638, 




methyl-N-(2-(N- 


phthalimidyl)ace 




1606, 1582, 




phthaJimidyl)acetyl)amm 


tyl)amino)pheny 




1359cm* 1 ; MS 




o)phenyl)pyrido[2,3- 


I)-ethanone 




m/z 463 




djpyrimidine; 






(M+H)'. 



-124- 



WO 0O/2J444 



PCTAJS99/24901 



1 7fl 


4-amino-5-(3- 


l-(3-methyl-4- 


3-bromo- 


IR (microscope) 




bromophenyl)-7-(3- 


(N-methyl-N- 


benzaldehyde 


3484, 1701, 




methyl-4-(N-methyl-N- 


(trifluoroacetyl)a 




1610, 




ftrifluoroacetvnaminolnh 


IlllilU^jJIlCIiy 1 ) 




i j /y,i jjy, 




enyl)pyrido[2,3- 


ethanone 




1221, 1205, 




djpyrimidine; 






1151 cm'; MS 
m/z 516 
(M+H)\ 


129 


4-amino-5-(3- 


l-(3-methyl-4- 


3-bromo- 


IR (KBr) 3484, 




hmm nnhpnvl \_7-Y 'I _ 
uiuiiiupncnyi^- 


/XT oroHrl \I 

^r\-acciyi-iN- 


benzaldehyde 


1663, 1607, 




methyl-4-(N-acetyl-N- 


methylamino)ph 




1574,1547, 1354 




methy lami no)pheny 1 )pyri 


enyl)-ethanone 




cm' 1 ; MS m/z 




do[2 ; 3-d]pyrimidine; 






462 (M+H)\ 


130 


4-amino-5-(3- 


l-(6- 


3-bromo- 


IR (KBr) 3428, 




bromophenyl)-7-(6- 


dimethylamino- 


benzaldehyde 


1652, 1635, 




d imethy 1 ami no-3 - 


3-pyridinyl)- 




1606 1585 




pyridinyl)pyrido[2,3- 


ethanone 




1365 cm' 1 ; MS 




d]pyrimidine; 






m/z 421 


131 


4-amino-5-(3- 


l-(4- 


3-cyano- 


IR (KBr) 3479, 




cyanophenyl)-7-(4- 


methylsulfonylp 


benzaldehyde 


1638, 




methylsulfonytphenyi)pyr 


henyl)-ethanone 




1576,1559, 




ido[2,3-d]pyrimidine; 






1303, 1147 cm'; 
MS m/z 402 
(M+H)\ 



-125- 



WO 00/23444 



PCT/US99/2490I 



132 


*T~ ClilllllU J \ J 


l-f4-fN-mprhvl 


j- 






cyanophenyl)-7-(4-(N- 


N- 


cyanobenzaldeh 


2230. 1688, 




methyl-N-formylamino)- 


formylamino)- 


yde 


1674. 1584. 










1 Ilia rm"'* 
1 JJH, 1 1 IH UI1 , 




f 1 1 nvr rt m iH i nf»* 


pth.nnnnp 




MC m / 7 lOI 

rvio m/z Jo i 


1 J J 


4-amino-5-(3- 


1 /A #"M mallivl 

j -(0-vN-metnyi- 


3-bromo- 


IK (KfcJr) j474, 




bromophenyl)-7-(6-(N- 


N- 


benzaldehyde 


1676, 1577, 




methy 1-N-formy lamino)- 


formylamino)-3- 




1561, 1353,v 




3-pyridinyl)pyrido[2,3- 


pyridinyl)- 




1 130cm y Mo 




rilnvnm i/linp* 

ujpynrniuinc. 


einanonc 




m/z 4jj 

^Xif J. LIN* 




4-amino-5-(3- 




3-bromo- 


IK (KBr) 3487, 




oromopneny 1)- /-(o- 


morpholinyl-3- 


benzaldehyde 


3j96, 1601, 




morpholinyl-3- 


pyridinyl)- 




1580, 1558. 




p^nuiiiyi jpynuo^z,j- 


cuianonc 




lz34cm , Mo 




u JPj • 1UIIUII1C, 






m/z *»oj 




4-amino-5-(3- 


i -^o-(iN-meinyi- 


3-bromo- 


IE> / 1/" O ^\ 1/1"7£ 

IK (KJir) j4 / 0, 




bromophenyl)-7-(6-(N- 


N- 


benzatdehyde 


3307, 1702, 




methyl-N- 


methoxyethylam 




1683. 1605 ; 




methoxyethylamino)-3- 


ino)-3- 




1560, III 6cm* 1 ; 




pyridinyl)pyrido(2,3- 


pyridinyl)- 




MS m/z 465 




d]pyrimidine; 


ethanone 




(M+H)-. 


136 


4-amino-5-(3- 


K6- 


3-bromo- 


IR(KBr) 3487, 




bromophenyl)-7-(6- 


pyrroIidinyl-3- 


benzaldehyde 


3396,1601, 




pyrrolidinyl-3- 


pyridiny])- 




1580, 1558, 




pyridinyl)pyrido[2.3- 


ethanone 




1234 cm '; MS 




d]pyrimidine; 






m/z 447 
(M+H)*. 



-126- 



WO 00/23444 



PCT/US99rt490t 



5 





1 17 


4 -3m i no- 5 -(3 - 




3-bromo- 


1R (microscope) 






bromophenyl)-7-(2- 


(dimethylamino) 


.benzaldehyde 


^ A A ") 1 £ >t A 


10 




^uirncinyidniino^-j- 


-5-pyrimidiny] )- 




I6U4. ID//. 




pyrimidinyl)pyrido[2,3- 


ethanone 




I 536. I4U5, 






djpyrimidine; 






1367. 1 348 cm"'; 












\AQ AT> 

Mo nvz ^zjl 


15 










{\Ax\X\~ 




no 

138 


4-amino-5-(3- 


l-(2-(N- 


3-bromo- 


IR (microscope) 






oromopncnyl)-/-(z-(N- 


methoxyethyl- 


benzaldehyde 


j 43 9, 1 640; 


20 

- 




methoxyethyf-N- methyl 


N-methyl 




1606, 1587, 




amino)-5- 


amino>5- 




1556. 1537, 






pyrimidinvl)pyrido[2,3- 


Dvrimidinvn- 




1374 1347 cm"'- 


- - 




djpyrimidine; 


ethanone 




Mb m/z 466 


25 










(M+H)~. 




139 


4-ammo-5-(j- 


l-(2-(N-formyl- 


3-bromo- 


IR (microscope) 






t_.._ --_ -t < V "7 f~\ /XT 

bromopnenyl)-7-(2-(N- 


N-methy] 


benzaldehyde 


j472, 1687, 


30 




formyl-N-methyl amino)- 


amino)-5- 




1583,1565, j 




5-pyrimidinyl)pyrido[2,3- 


pyrimidinyl)- 




1459, 1353, 






d]pyrimidine; 


ethanone 




1I42 ; 988 cm' 1 ; 












MS m/z 436 


35 










(M+H)\ 




140 


4-amino-5-(3- 


K2-(N- 


3-bromo- 


IR (microscope) 






bromophenyl)-7-(2-(N- 


methylamino)5- 


benzaldehyde 


3483, 1605, 


40 




mcthyiamino)5- 


pyrimidinyl)- 




1550, 1346 cm"'; 




pyrimidinyl)pyrido[2.3- 


ethanone 




MS m/z 408 






djpyrimidine; 






(M+H)\ 



45 



50 

-127- 



55 



WO 00/23444 
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141 


4-amino-5-(3- 


I -(2- 


3-bromo- 


IR(KBr) 3468, 




hmmnnhpnvlV7-f^-/ 1- 


nvrrnlidinvl-S- 




lAnn i SKI 




pyrrolidinyl)-5- 


pyrirnidinyl)- 




1552. 1527, 




pyrimidinyl)pyrido[2,3- 


ethanone 




1482. 1330 cm' 1 ; 




d]pyrimidine; 






MS m/z 448 
(M+H)'. 


142 


4-amino-5-(3- 


l-(2- 


3-bromo- 


1R (KBr) 3434, 




bromophenyl)-7-(2-( 1 - 


morpho liny 1-5- 


benzaldehyde 


1637, 1608, 




morpholinyl)-5- 


pyrimidinyl)- 




1585, 1335, r 




pyrimidinyl)pyrido[2,3- 


ethanone 




cm ; Mb m/z 




d]pyrimidine; 






463 (M+H)\ 


143 


4-amino-5-(3- 


l-(6-(2-oxo-3- 


3-bromo- 


IR (microscope) 




bromophcnyl)-7-(6-(2- 


oxazolidinyl)-3- 


benzaldehyde 


3473, 1762, 




oxo-3-oxazolidinyl)-3- 


pyridinyl)- 




1583, 157K 




pynuinyi jpyncio[z,j- 


cinanone 








d]pyrimidine; 






1477, 1402, 
1348, 121 7 cm" 1 ; 
MS m/z 463 

(M+Hr. 


144 


4-amino-5-(3- 


l-(2-Dvridvl>- 


3-bromo- 


IR (microscope) 




bromophenyl)-7-(2- 


ethanone 


benzaldehyde 


3427, 3017, 




pyridyl)pyrido[2,3- 






1601,783 cm' 1 ; 




d]pyrimidine; 






MS m/z 35 1/353 
(M+H)*. 


145 


4-amino-5-(3- 


l-(3-pyridyl)- 


3-bromo- 


IR (microscope) 




bromophenyI)-7-(3- 


ethanone 


benzaldehyde 


3434, 3042, 




pyridyl)pyrido[2,3- 






1634, 1372 cm 1 ; 




d]pyrimidine: 






MS m/z 35 1/353 
(M+H)\ 
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146 


4-amino-5-(3-(thiophen- 
2-yl)phenyl)-7-(4- 
dimethylaminophenyl)pyr 
ido[2,3-d]pyrimidine; 


l-(4- 

dimethylaminop 
henyl)-ethanone 


3-(thiophen-2- 
benzaldehyde 


IR (microscope) 
3482, 2922. 
1578. 1356 cm'; 
MS m/z 420/422 
(M-rH)*. 


147 


4-amino-5-(3-(furan-2- 
yl)pheny])-7-(4- 
dimethylaminophenyl)pyr 
ido[2,3-d]pyrimidine; 


l-(4- 

dimethylaminop 
henyl)-eihanone 


3-(furan-2-vI)- 
benzaldchyde 


IR ^mtrrn<:rnnp^ 

3479,3104, 
1559, 1356 cm'; 
MS m/z 420/422 
(M+H)\ 


148 


4-amino-5-(3-(3- 

methoxypheny])phcnyt)- 

7-(4- 

dimethyIaminophcnyl)pyr 
ido[2J-d]pyrimidinc; 


dimethylaminop 
henyl)-ethanone 


methoxyphenyl) 
-benzaldehyde 


iiv ^microscope; 
3477, 2924, 
1579, 1356 cm 1 ; 
MS m/z 420/422 
(M+H)\ 


149 


4-amino- 5 -phenyl -7-(4- 

dimethylaminophenyl)pyr 

ido[2,3-d]pyrimidine; 


dimethylaminop 
henyl)-ethanone 


he n 7n I H f» h vH e 


3477, 3298, 
1580, 1355 cm-'; 
MSm/z3l5 
(M+H)'. 


150 


4-amino-5-(3- 
chlorophenyi)-7-(4- 
(morpholiny l)pheny 1 )pyri 
do[2,3-d]pyrimidine; 


l-(4- 

(morpholinyl)ph 
enyl)-ethanone 


3-chioro- 
benzaldehyde 


IR (microscope) 
3480, 3056, 
1579, 1356 cm 1 ; 
MS m/z 391 
(M+H)~. 


151 


4-amino-5-(3-bromo-4- 
fluorophenyl)-7-(4- 
(morpholinyl)phenyl)pyri 
do[2.3-dJpyrimidinc; 


(morpholinyl)ph 
enyl)-cthanone 


3-bromo-4- 
fluoro- 

benzaldehydc 


IR (microscope) 
3491.3044. 
1560, 1230 cm' 1 ; 
MS m/z 453 
(M+H)\ 
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152 


4-amino-5-(3- 


l-(4- 


3-chloro- 






Phlnmnhpnvl ^-7-/d— 


tuuu(JUCIl> I J- 


benzaldehyde 


«>4 7o. 3280, 




iodophenyl)pyrido[2,3- 


ethanone 




1 339, 1350 cm ; 




djpyrimidine; 






MS m/z 432 


153 


4-amino-5-(3- 


l-(4-(thiophcn- 


"l-rhlnrn- 


ii\ i iiiicroi>Lopc j 




chlorophenyl)-7-(4- 


2-yl)pnenyl)- 


benzaldehyde 


3484. 3055, 




(tniopnen-2- 


ethanone 




1560, 1354 cm' 1 ; 




y 1 )pneny 1 jpyndol2,3- 






MS m/z 459 




d]pyrimidine; 






(M+H) + . K 


154 


4-amino-5-(3- 


l-(4.(5. 




IR (microscope) 




cnioropnenyl)- / -(4-( d - 


pyrimidinyl)phe 


bertzaldehyde 


3477, 3040, 




pyrimidinyl)phenyl)pyrid 


nyl)-ethanone 




1578, 1351 cm* 1 ; 




o[2,3-d]pyrimidine; 






MS m/z 459 
(M+H)~. 


155 


4-amino-5-(3-bromo-4- 


H4- 


3-bromo-4- 


IR (microscope) 




fluorophenyl)-7-(4- 


iodophenyl)- 


fluoro- 


3444, 3048 ; 




iodophenyl)pyrido[2,3 - 


ethanone 


benzaldehyde 


1607, 1356 cm*'; 




djpyrimidine; 






MS m/z 494/496 
(M+H)\ 


156 


4-amino5-{4- 


l-(4- 


4- 


IR (microscope) 




bromothiophene-2-yl)-7- 


methoxy phenyl) 


bromothiophene 


3460, 3300, 




(4- 


-ethanone 


-2- 


2900-3100, 




methoxyphenyl)pyrido[2. 




carboxaldehyde 


1700, 1580, 




3-d]pyrimidine; 






1510 cm-1 ; MS 

m/z413 

(M+H)\ 



Example 15? 
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4-amino-5-0-bromophenvOmethvl-7-f^ 

hydrochloride , 

A mixture of 3-cyano-4-(3-bromophenyl)methyl-6-(4- 
(dimethyl)aminophenyl)py^idine-2-amine (1 .58 g) and ammonium sulfate (40 mg) in 
triethyl orthoformate was heated at reflux for 2 hours. The reaction mixture was cooled 
and added to a mixture of 8 g of ammonia in 1 50 mL of ethanol. After 16 hours at 25 °C ? 
the reaction was heated at reflux for two hours, and the solvent was removed in vacuo. 
The residue was purified by chromatography, then converted to the hydrochloride salt by 
treatment with ether/HCl, followed by drying to give the title compound. f 
.\ t The 3-cyano-4-(3-bromophenyI)methyl-6-(4-(dimethyl)aminophenyl)pyridine-2- 
amine was prepared by a four-step procedure as follows: 

step 157a: preparation of 3-bromophenylacetaIdehvde (the "R 3 reagent") 

To a solution of ethyl 3-bromophenylacetate (10.2 g, US patent 2,624,731 (1950)) 
in 230 mL of dichloromethane was added 42 mL of 1M Dibal-H in toluene at -78 °C with 
stirring. After 40 minutes at -78 °C, 10 mL of methanol was added, and the reaction 
allowed to warm to room temperature and partitioned between 50 mL of dichloromethane 
and 1200 mL of saturated aqueous potassium sodium tartrate. The organic layer was dried 
over sodium sulfate and the aldehyde used immediately in the next step without 
purification. 

step 157b: preparation of q-rtriphenylphosphoniuml-4-(dimethvlamino)phenylethan-l- 
one chloride 

Following the procedure of Fukui et al. (J. Org. Chem. 33: 3594-3507 (1968)), a- 
bromo-(4-dimelhylaminophenyl)ethan-l-one (the "R J reagent". CAS #37904-72-6; Chem. 
Abst. (1956), 864) was treated with triphenylphosphine in triethylamine and acetonitrile. 
The a-bromo-(4-dimethylaminophenyl)ethan-l-one was prepared by bromination with 
bromine in hydrobromic acid according to the method of Suzuki et al (J. Pharm. Soc. 
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Japan. (1955), 75:54. Removal of solvent and recrystallization from methanol/ethyl 
acetate/toluene gave the title product as a white powder. 

step 157c: preparation of 1 -(4~(dimethvlamino)Dhenvl M-(3>bromoDhenvlVbut-2-en^-one 
20 g of a-(triphenyIphosphonium)-4-(dimethylamino)phenylethan-l-one chloride 
(from step b) was partitioned between dichloromethanc and 50 ml of 2N NaOH. The 
organic phase was dried over sodium sulfate and concentrated in vacuo. The residue was 
mixed with 3-bromophenylacetaldehyde (from step a) for 24 hours at 25 °C. The mixture 
was purified by chromatography to give 8.35 g (61%) of a cis/trans mixture of the title 
compound. The cis/trans mixture was taken to the next step without separation of the 
. isomers. 

step 157d: preparation of 3 -cvano-4-(3 -bromonhenvhmethvl-6-f 4- 
(dimethvl)aminophenvl>pvridine-2>amine 

A mixture of l-(4-(dimethylamino)phenyl)-4-(3-bromophcnyl)-but-2-en-l-one 
chloride (3.85 g, from step c), ammonium acetate (2.6 g) and malononitrile (739 mg) in 3 
mL of dimethoxy ethane and 22 mL of ethanol was heated at 1 1 5 °C for 5 hours, then 
cooled and worked up by partitioning between dichloromethane and water. The residue 
obtained on concentration of the organic phase was purified by flash chromatography to 
give the title compound. 

Examples 158-174 

Following the procedures of Example 157, except substituting the appropriate 
reagents for the R 4 and R* reagents of Example 157 as indicated in Table 3 below, 
compounds of Examples 158-174 were prepared. The treatment with aqueous MCI was 
omitted, and the free bases were obtained except as indicated. 

In Examples 167-174, the formamide or formamidine acetate (added periodically 
until the reaction was complete) treatment was replaced by treatment with triethyl 
ortho formate at reflux in the presence of a catalytic amount of ammonium sulfate, 
followed by cooling to 25 C C and addition of excess ammonia in ethanol. After 24 hours. 
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the precipitated amidine compound was filtered and washed with hcxanes. then dried 
under vacuum. The amidine compound was then heated in 1 .2-dichlorobenzene at 120- 
180 °C for 1-8 hours. The reaction mixture was cooled to room temperatureand purified 
by chromatography, and the product was recrystallized if necessary (chloroform in 
5 methanol). 



15 

Table 3 
Examples 158-187 

10 





Ex. . 


Name 


R 4 Reagent (for 


R J Reagent (for 


Analytical Data 




No. ' 




7-position) 


5-position 






158 


4-amino-5-(2- 


K4- 


3-phenyl- 


1R (KBr) 


25 




phenylethyl)-7-(4- 

diethyIaminophenyl)p 

yrido[2,3- 


diethylaminophe 
nyl)-ethanone 


propionaldehyde 


3340,3240- 
2800,1600,1580,15 
40; H. Res. MS m/z 


30 




d]pyrimidinc 






398.2343 (M+H)\ 


159 


4-amino-5-(2- 


l-(4. 


3-methyl- 


IR (KBr) 






methylpropyI)-7-(4- 


diethylaminophe 


butanaldehydc 


3550,3410,3320, 






diethylaminophenyl)p 


nyl)-ethanone 




3240- 


35 




yrido[2,3- 
d]pyrimidine 






2800,1605.1580,15 
60 H. Res. MS m/z 
350.2357 (M+H)\ 


40 


160 


4-amino-5-(butyl)-7- 


K4- 


pentanaldehyde 


IR (KBr) 




(4- 

diethylaminophenyl)p 
yrido[2,3- 


diethylaminophe 
nyl)-ethanone 




3450,3300,3200- 
2800.1660,1610,15 
80,1540 H. Res. 


45 




d]pyrimidine 






MS m/z 350.2354 
(M+H)-. 



50 



-133- 
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161 


4-aminoO-(2-(4- 
bromopheny 1 )cthy I)- 
7-(4- 

dieihylaminophenyI)p 

yrido[2,3- 

d]pyrimidine 


l-(4- 

dicthylaminophe 
nyl)-ethanone 


4-(4- 

broraophenyl)- 
propionaldehyde 


IR (KBr) 
3500,3300,3200- 
3000.1650.1615.15 
80 H. Res. MS m/z 
478.1429 (M+H)\ 


162 


4-arnino-5-(butyl)-7~ 
(4- 

dimethylaminophenyl 

)pyrido[2,3- 

djpyriniidine 


l-(4- 

dimethylaminop 
henyI)-ethanone 


pemana! 


IR (ICBr) 
3400.3350,3200- 
2900,1650,1620,15 
80,1570 H.Res. 
MS m/z 322.2032 
(M+H)~. 


163 


4-amino-5-(2-(3- 

cyanophenyl)methy!)- 

7-(4- 

dimethylaminophenyl 

)pyrido[2,3- 

d]pyrimidine 


l-(4- 

dimethylaminop 
henyl)-ethanone 


3-cyanophenyl- 
acetaldehyde 


IR (KBr) 2850- 
3550,2220,1610,15 
80,1560,1540 MS 
m/z 381 (M+H)\ 


164 


4-amino-5-(2-(N- 

carbobenzyloxy)amin 

oethyI)-7-(4- 

dimethylaminophenyl 

)pyrido[2,3- 

djpyrimidine 


l-(4- 

dimethylaminop 
henyl)-ethanone 


3<N- 

carbobenzyloxy) 

aminopropionald 
ehyde 


IR (KBr) 3000- 
3500.1710,1690.16 
50,1590 H. Res. 
MS m/z 443.21 84 
(M+H)*. 


165 


4-amino-5- 

(cycloheptyl)-7-(4- 

dimethylaminophenyl 

)pyrido[2,3- 

djpyrimidine 


l-(4- 

dimethylaminop 
henyl)-ethanone 


cycloheptane- 
carboxaldehyde 


IR (KBr) 

3500.3250,3100,29 
50,2850,1620.1575 
H. Res. MS m/z 
362.2349 (M+H)*. 
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loo 


4-amino-5-(2-(5- 


l-(4- 


* * procedure of 


IK (KBr) jiOO- 




chloro-2-(thiophen-3- 


dimethylaminop 


Example 17^. 






yl)phenylmethy|)-7- 


henyl)-ethanonc 


using 3- 


3100.1605.1580,15 




(4- 




thiophenylboron 


50 H. Res. MS m/z 




dimethylaminophcnyl 




ic acid 


472.1363 (M+H)\ 




^nvriHnT^ "1- 










d]pyrimidine 








!67 


4-amino-5-(pentyl)-7- 


H4- 


hexanal 


1R (KBr) 




(4- 


diethylaminophe 




3430.3320.3240- 




diethylaminophenyl)- 


nyl)-ethanone 




2800,1580.1560,15 




pyrido[2,3- 






40.1350; mp.211- 




d]pyrimidine 






214; MS m/z 364 
(M+H)* ; H. Res. 
MS m/z 364 2506 

ITXVJ kill ^ JUt^^Ww 

(M+uy. 


168 


4-amino-5-hexyl-7-(4- 


t-(4- 


heptanal 


IR (KBr) 




diethylaminophenyl)- 


diethylaminophe 




3440,3310.3240- 




pyrido[2,3- 


nyl)-ethanone 




2800J580J560.15 




d]pyrimidine 






40,1350; mp. 215- 
217; MS m/z 378 
(M+H)-; H. Res. 
MS m/z 378.2654 
(M+H)'. 
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169 




1-/4- 


i i fi 
\ >(> 


rn ("If n -\ 1/LAf\ 

IK. (KBr) Jo4U- 




urornopncriv i jcinyi /- 


diethylaminophe 


bromophenyl)- 


j 240 J 200- 




7-/4- 


ny l)-elhunone 


propionaldehyde 


2800, 1 5a0.l 555,1.) 




diethylarninophenyl)- 






35,1345; mp. 201- 




pyrido[2,3- 






202; MS m/z 




djpyrimidine 






476/478 (M+H)*; H. 
Res. MS m/z 
470.1448 (M+H) . 


I /U 


4-amino-j-((Z- 


1 1 A 

I -(4- 


2-(2- 


IR (KBr) 3640- r 




bromophenyl)methyl) 


diethyiaminophe 


bromophenyl)'- 


3240,3240- 




"J fA 

-7-(4- 


nyl)-ethanone 


acetaldchyde 


2800,1580,1555,15 




diethylaminophenyl)- 






40,1350; mp. 130- 




pyrido[2,3- 






m- MS m/7 

I w> J , 1V1 0 1 1 u L, 




d]pyrijnidine 






462/464 (M+H) ; H. 
Res. MS m/z 
462.1297 (M+H) . 


1 71 
J / 1 


4-amino-5- 


1 /A 

l-(4- 


cyclopropanecar 


IR (KBr) 




cyc!opropyl-7-(4- 


dimethylaminop 


boxaldehyde 


3490,3290,3240- 




dimethylaminophenyl 


henyl)-ethanone 




2760,1610,1580,15 




)-pyridof2,3- 






40,1375; mp. 235- 




d]pyrimidinc 






237; MS m/z 
462/464 (M+H)"; 


172 


4-amino-5- 


l-(4- 


cyclohexanccarb 


IR (KBr) 3640- 




cyclohexyl-7-(4- 


dimethylaminop 


oxaldchyde 


3000,2980- 




dimethylaminophenyl 


henyl)-ethanone 




2760,1610,1580,15 




)-pyrido[2J- 






40 ? t345;mp. 231- 




djpyrimidine 






234; MS m/z 
462/464 (M+H)*; 
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1 71 


-T-aiiiiiiu- j-^^-uronio- 




2-(2-bromo-5- 


I D /" V □ 

IK (K.or) 






dimethylaminop 


chiojophenyl)- 






chlorophenyl)methyl)- 


henyl)-ethanone 


acetaldehyde 


2760.1610,1575.15 




7-<4- 






35.1365; mp. 185- 




diethy] amino phenyl)- 






187:MSm/z 




pyrido[2,3- 






462/464 (M+H)~; 




djpyrimidine 








174 


4-amino-5-methyI-7- 


l-(4- 


acetaldehyde 


IR(KBr)3640- 




(4- 


dimethylaminop 




3250,3250- ■■ 




diethylarninophenyl)- 


henyl)-ethanone 




2760,1610,1585,15 




pyrido[2,3- 






60 r 1350; mp. 238- 




d]pyrimidine 






246; MS m/z 
462/464 (M+H)-; 



* prepared from the compound of Example 157 by reaction with Pd(PPh 3 ) 4 and zinc 
cyanide in DMF under Suzuki reaction conditions. 

*♦ prepared from the compound of Example 1 73 by reaction with 2-thiopheneboronic 
acid, Pd(PPh 3 ) 4 and aqueous sodium carbonate under Suzuki reaction conditions. 



Examples 175-188 

Following the procedures of Example 1 , except substituting the appropriate 
reagents for the R'* and R } reagents of Example 1 as indicated in Table 4 below, 
compounds of Examples 1 75-188 were prepared. The treatment with aqueous HCl was 
omitted, and the free bases were obtained except as indicated. 



Table 4 
Examples 175-188 



Ex. 


Name 


R 4 Reagent (for 


R* Reagent (for 


Analytical Data 


No. 




7-position) 


5-position 
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175 


4-amino-5-(2.3- 


M4- 


2J- 






mcthylcncdioxyphcny 


dimethylaminop 


meihylenedtoxv- 


2500 1595 15S0 1 } 






hfnvn-flhnnnnp 


hpnytlrlphvrlp 
uci IZ.J1UCI1 yu c 


7^- mn 7Qft ^AC- 




dimethylaminophenyl 










)-pyrido[2,3- 










d]pyrimidine 








176 


4-amino-5-(3-iluoro- 


l-(4- 


3-fluoro-5- 


IR (KBr) 






d i me t h y 1 am inop 


trifluoromethyl- 






u iiiuuiumcuiy ipiicnyi 


neny i j-einoiione 


benzaldchydc 


1"> -1 A 10AA 




) ' V* 






T Q HA I X I A K OA I < 




uiiiituiy uiininopiicnyi 






iCA ! C/Irt mfl, _ 

60. 1340, 1 370; mp. 




)-pyrido[2,3- 






293-296; MS m/z 




djpyrimidine 






428 (M+Hr; H. 
Res. MS m/z 
428.1509 (M+H)\ 


177 


4-amino-5-(2- 


l-(4- 


2-bromo- 


IR (KBr) 




bromophenyl)-7-(4- 


dimethy lam inop 


benzaldehyde 


3480,3440- 




dimethylaminophenyl 


henyl)-ethanone 




3240,3200- 




}-pyrido[2 > 3- 






2800,1610J575 ? I5 




djpyrimidine 






55,1535,1355: 
mp. 261-263; MS 
m/z 420/422 
(M+Hr; H. Res. 
MS m/z 420.0823 
(M+Hr. 
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178 


4-aminoo-(3,5- 


K4- 


3.5-dimcthyl- 


IR (KBr) 




dimethylphenyl)-7-(4- 


dimethylaminop 


benzaldehydc 


j4K0.3440- 




dimethyiarninophenyl 


henyl)-ethanone 




J24U.320U- 




;-pynao[z.j- 










djpyrimidine 






^5, 1 535.1 j60; mp. 










284-286; MS m/z 










370 (M+H)*; H. 










Res. MS m/z 










370.2036 (M+H)*. 


1-79 


4-amino-5-(3,4- 


l-(4- 


3,4-dichloro- 


IR (KBr) 




-I'll l_ |\ T / j 

dichlorophenyl)-7-(4- 


dimethylaminop 


benzaldehyde 


3490,3440- 




dimethylaminophenyl 


henyt)-ethanonc 




3240,3200- 




)-pyridof2,3- 






2800,1610,1575,15 




d]pyrimidine 






60,1535,1355; mp. 










288-291; MS m/z 










410/412 (M-H) ; H. 










Res. MS m/z 










410.0948 (M+H) '. 


180 


4-amino-5-(4-fluoro- 


l-<4- 


4-fluoro-3- 


IR (KBr) 




3- 


dimethylaminop 


trifluoromethyl- 


3500,3440- 




trifluoromethylphenyl 


hcnyl)-cthanone 


benzaldehyde 


3240,3200- 




)-7-(4- 






2800,1610,1580,15 




dimethylaminophenyl 






60,1540,1505,1360; 




)-pyrido[2,3- 






mp. 254-257; MS 




d]pyrimidine 






m/z 428 (M+H)~; H. 










Res. MS m/z 










428.1487 (M+H)'. 
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181 


4-amin.o-5-{3-bromo- 


1-(4- 


3-bromo-5- 


IR(KBr) 




5-mcthoxyphenyI)-7- 


morpholinvlphe 


methnxv- 


3470 3440- 




(4- 


nvlVethanone 


hpn^^lflHhvHt* 






mornholinvlnhenvIV 






7800 1*580 1 5 




pyrido[2,3- 






60; mp. 257-260; 




djpyrimidine 






MS m/z 492/494 
(M+H)~. 


1 ox 


t-aimnu- j-\ j -uruniu- 




3-bromo-5- 






j-uicinuxy pneiijf i j- 1 - 


pyrrol idinylphen 


methoxy- 


34/U,344U- j- 




M_ 
V* 


\j 1 ^ _ f* t Vin r\ rx r» *» 
y 1 J-CUldJlUIIC 


bcnzaldchyde 






pyrrolidinylphenyl)- 






2800,1610.1580,15 




pyrido[2.3- 






60,1540,1355; mp. 




djpyrimidine 






d 250; MS m/z 
476/478 (M+H)\ 


183 


4-amino-5-(3-bromo- 


l-(4- 


3-bromo-5- 


IR (KBr) 




5-methoxyphcnyl)-7- 


piperidinylpheny 


methoxy- 


3470,3440- 




(4-piperidinylphenyl)- 


l)-ethanone 


benzaldehyde 


3240,3200- 




pyrido[2,3- 






2800.1565; mp. 




djpyrimidine 






224-244; MS m/z 
490/492 (M+H)'; 
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184 


4-amino-5-(3-bromo- 


l-(4- 


j -bromo-5- 


IR (KBr) 




5-methoxyphenyl)-7- 


dimeihylaminop 


metljoxy- 


3470,3420- 




(4- 


heny 1 )-ethanone 


henTaldehvde 


1740 1500- 




dimethylaminophenvl 






■?«nn ifilO 1575 15 




)-pyrido[2.3- 






55 1 SIS 1155- mn 
jj.i jjjjjjj, nip. 




djpyrimidine 
















4S0/4S? fM+HV- H 










D<ar> \<fC m/>7 

K.CS. Mo m/z 










450.0944 (M+B)\ 


185 


4-amino-5-(3- 


l-(4- 


3-methylthio r 


IR(ICBr) 




IllCllI V L 1 1 UUfJ! It 11 y IJf 


vllillCtiiy luiiiijiup 


Dcnzdtucn\ QC 








henylVethanone 








Hi mPThvlflmi nrvnlif»nvl 

UUIltUlV JCUliJJ.ll/L'lllTtl V 1 






Z6UU, 1 OUj , 1 J / J.I J 




Y-Twrirlnf''? 1- 






£n i ^ t ^ nee. 




dlnvnmidinp 1 






1 84. 77H- M<2 m /-7 










188 /IU4-UV- H 










Dae \,fQ 

l\Co, i>lJ lib Z, 










joo. i joo ^lvi > . 


186 


4-amino-5-(3-bromo- 


l-(thiophene-2- 


3-bromo-5- 


IR (ICBr) 




5-methoxyphenyl)-7- 


yI)-ethanone 


mcthoxy- 


3470,3350- 




(thiophene-2-yl)- 




benzaldehyde 


2200,1700,1640,15 




pyrido[2,3- 






80,1435,1365,1270; 




djpyrimtdine 






mp. 246-249; MS 










m/z 413/41 5 










(M+H)';H. Res. 










MS m/z 413.0069 










(M+H)\ 
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187 


4-amino-5-(2,3- 


l-(4- 


2.3-dimethoxy- 


IR (JCBr) 




dimethoxyphenyl)-7- 


dimethylaminop 


ben?aldehyde 


3480.3440- 




(4- 


henylVcthanone 




3240.3200- 




dimethylaminophenyl 






2800,1610.1580,15 




)-pyrido[2.3- 






50,1530,1360; mp. 




djpyrimidine *** 






222-225; MS m/z 
402 (M+H)*; H. 
Res. MS m/z 
402.1922 (M+H)". 


188 


4-amino-5-(3- 


H4- 


3- 


IR (KBr)3490,3400- 




methylsulfonylphenyl 


dimethylaminop 


methylsulfonyl- 


2800.1610,1580,15 




W4- 


henyl)-ethanone 


benzaldehyde 


55,1535,1355; mp. 




dimethyl aminophenyl 






245-270: MS m/z 




)-pyrido[2,3- 






420 (M+H)*; H. 




d]pyrimidine 






Res. MS m/z 
420.1493 (M+H)'. 



Example 189 

4-acetvlamino-5-(3-bromophenvlV7-(4-dimethvlaminophenv[ m vridor2.3-dlDvrimidine 



A suspension of 4-amino-5-(3-bromophenyl)-7-(4- 
dimethylaminophcnyl)pyrido[2,3-d]pyrimidine (from Example 15, 0.28 g, 0.67 mole) in 
pyridine (3 mL) was treated with acetic anhydride (0.10 g, 1.0 mmol) and the reaction 
mixture was stirred for 4 hours at 25 C C. The volatiles were removed under reduced 
pressure, and the residue was purified by flash chromatography (SiO,, EtOAc/hexanes) to 
provide the title compound (0.23 g, 73% theoretical): IR (KBr) 3368. 3048, 1695, 1567; 
MS m/z 462'464 (M+H)\ 

Examples 190-198 
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Following the procedures of Example 1 89. except substituting the appropriate 
acylating reagent for the acetic anhydride of Example. 189 as indicated in Table 5 below, 
compounds of Examples 190-198 were prepared. 



Table 5 
Examples 190-198 



Ex. No. 


Name 


Acylating Reagent 


Analytical Data 


190 


4-formylamino-5-(3- 
brumophenyl)-7-(4- 
dimethylaminophenyl)- 
pyrido[2.3-d]pyrimidine~l90 


acetic anhydride 
and formic acid * 


IR (KBr) 3382, .;. 
3047, 1704, 1570; 
MS m/z 448/450 
(M+H)\ 


191 


4-(methoxyacctyl)amino-5-(3- 
bromophcny I)- 7 -(4- 
diethylaminophenyl)-pyrido[2,3- 
djpyrimidine 


methoxyacetyl 
chloride 


IR (KBr) 3344, 
3044,1731,1561; 
MS m/z 492/494 
(M+H)". 


192 


4-trifluoroacetyIamino-5-(3- 
bromophenyl)-7-(4- 
dimethylaminophenyl)- 
pyrido[2,3-d]pyrimidine 


trifluoroacetic 
anhydride 


IR (KBr) 3426.. 
3072, 1610, 1578; 
MS m/z 516/518 
(M+H)\ 


193 


4-pentanoylamino-5-(3- 
bromophenyl)-7-(4- 
dimethylaminophenyl)- 
pyrido[2,3-d|pyrimidinc 


pentanoyl chloride 


IR (KBr) 3408. 
2954, 1699, 1569; 
MS m/z 504/506 
(M+H)\ 


194 


4-benzoylammo-5-(3- 
bromophenyl)-7-(4- 
dimethylaminophenyl)- 
pyrido[2.3-d]pyrimidine 


benzoic anhydride 


IR (KBr) 3420, 
3056,1606, 1583; 
MS m/z 524/526 
(M+H)", 
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195 


4-(N-BOC-glycyl)amino-5-(3- 
bromophenyi)-7-(4- 
dimethylaminophenyl)- 
pyrido[2,3-d]pyrimidine 


N-BOC-glycyl- 
imidazolc 


IR (KBr) 3362. 
2975. 1719. 1570; 
MSm/z 577/579 
(M+H)". 


196 


4- (N-phmalimidylglycyI)amino- 

5- (3-bromophenyl)-7-(4- 
dimethylaminophenyl> 
pyrido[2,3-d]pyrimidine 


N-phthalimidyl- 
glycyl-chloride 


IR (KBr) 3408, 
2927. 1719, 1570; 
MS m/z 607/609 
(M+H)". 


197 


4-(ethoxycarbonyl)araino-5-(3- 
bromophenyl)-7-(4- 
dimethylaminophenyl)- 
pyrido[2,3-d]pyrimidine | 


diethyl dicarbonate 


IR (KBr) 3405, • 
2987, 1738, 15.69; 
MS m/z 492/494 
(M+H)*. 


198 


4-(ethylaminocarbonyl)amino-5- 
(3-bromophcnyl)-7-(4- 
dimethylaminophenyl)- 
pyrido[2,3-d]pyrimidine 


ethyl isocyanate 


IR (KBr) 3405, 
3053, 170U 1548; 
MS m/z 491/493 
(M+H)*. 



Example 199 

4-allv]aminQ'5-(4-bromophenvn-7-(4-dimethvlaminophenvl) pyrido f2.3-dl pvrimidine 



The product was prepared by treating a solution of 4-chloro-5-(p- 
dimethyIaminophenyi)-7-(p-bromophenyl)pyrido[2,3-d]pyrimidine in CH,C1 2 -TEA with 
allylamine and heating the resulting mixture at reflux for 1 hour. The volatiles were 
removed under reduced pressure, and the residue was purified by flash chromatography 
(Si0 2 , EtOAc/hexanes) to provide the title compound IR (KBr) 3437, 1564. 1355, 1 195; 
MS m/z 460/462 (M+H)'. 

The 4-chloro-5-(p-dimethylaminophenyl)-7-(r>bromophenyl)pyrido [2,3- 
d]pyrimidine was prepared as follows. 

A sample of 4-(4-bromophenyl)-3>cyano-6-(4-(dimethylamino)phcnyl)pyridine-2- 
amine(from Example 1. 5.0 g, 12.7 mmot) in 20 mL of H,SO, was heated at 80 °C for 30 
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minutes. Ice was added, and the reaction mixture was neutralized with aqueous NaOH. 
The resulting crude 3-carboxamide was collected by filtration, triturated with ElOAc- 
hexanes. then dried under reduced pressure (4.95 g, 95% theoretical). A solution of the 
carboxamide (4.25 g, 10.3 mmol) in triethylorthoformate (20 mL) was treated with p- 
toluenesulfonic acid (catalytic) and the reaction mixture was warmed at 80 °C for 4 hours. 
The volatiles were removed and the crude bicyclic 4-hydroxyl-5-(p- 
dimethylaminophenyl)-7-(p-bromophenyl)pyrido[2J-d]pyrimidineproduct was suspended 
in POO, ( 1 5 mL) then warmed at 1 00 °C for 2 hours. The POCI 3 was removed under 
reduced pressure to provide crude 4-chloro-5-(p-dimethylaminophenyl)-7-(p- 
bromophenyl)pyrido[2 : 3-d]pyrimidine. The invention therefore relates to intermediate 
compounds of formula III wherein X is selected from hydroxyl or halogen and the 
remaining variables are the same as in formula 1 or II. 

Example 200 

4-f2-as^N>dimethvlaminokthvlaminoV5-r4-bromoph envn-7~(4-dimethvlaminoDhenvl) 
pyrido 12,3-dl nvrimidine trihvdrochloride 
The product was prepared by treating a solution of 4-chloro-5-(p- 
dimethyIaminophenyI)-7-(p-bromophenyl)pyrido[2,3-d]pyrimidine (prepared as in 
Example 199) in CH 2 Cl r TEA with the 2-(dimethylamtno)ethylamine and heating the 
resulting mixture at reflux for 1 hour. The volatiles were removed under reduced pressure, 
and the residue was purified by flash chromatography (SiO,, EtOAc/hexanes) to provide 
the title compound. The product was treated with excess 2M HC1 (aq) followed by 
lyophilization to give the product as the trihvdrochloride salt; IR (KBr) 3385, 156K 1356, 
11 97; MS m/z 491/493 (M-*-H)~. 

Example 201 

4>(4-rN.N-dimethvlamino)butvlaminoV5-(3-bromoDhenvU-7-(4- 
dimethvlaminophenvl) nvrido 12.3-dl pvrimidine tetrahydrochloride 
The product was prepared by treating a solution of 4-amino-5-(p- 
dimethylaminophenyl)-7-(p-bromopheny|)pyrido[2.3-d]pyrimidine in CH 2 CI 2 -TEA 
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with the 4-(dimethylamino)butylamine and heating the resulting mixture at retlux tor 
1 hour. The volatiles were removed under reduced pressure, and the residue was 
purified by flash chromatography (SiO : . ElOAc/hexanes). The product was treated 
with excess 2M HC1 (aq) followed by lyophilization to give the product as the 
tetrahydrochloride salt; IR(KBr)3439, 1567, 1356. 1196; MS m/z 519/521 
(M+H)\ 

Example 202 

4-rN>allvl-N-formvlamtno)-5-(4-dimethviaminophenvl)-7- 
(p-bromophenvl)pyridor2.3-d1pvrimidine 
A sample of the compound from Example 190 above, 4-fonnylamino-5-(2- 
phenylethyl>-7-(4-diethy!aminophenyl)-pyrido[2,3-d]pyrimidine (0.27 g. 0.6 mmoJ) 
in 3 mL of a 4: 1 mixture of THF and DMF at 0°C was treated with NaH (60% 
dispersion, 36 mg, 0.9 mmol) and the solution was stirred for 0.5 hour. Ally! 
bromide (0.29 g, 2.4 mmol) was added, and the reaction mixture was stirred for an 
additional 0.5 hour. Aqueous workup followed by flash chromatography provided 

the title compound: LRMS m/z 488/490. IR (cm* 1 ) 3428, 2910, 1696. 1551, 1362, 
1193. 

Example 203 

4-diacetvlamino-5-f4-dimethv]aminophenvl)-7-(n-bromophenvlV 
pvridor2.3-dlpvrimidine 
This compound was isolated as a minor product from the reaction mixture of 

Example 190 above: LRMS m/z 504/506. I R (cm' 1 ) 2922, 1726. 1550. 1360, 1197. 

Example 204 

4-amino-5-f3-bromophenvh-7-(5-amino-2-pvridvnpvridor2.3-dbvrimidine 

A solution of 5-aminopyridine-2-ethanone (1.15 g, 8.45 mmol). 3- 
bromobenzaldehyde (1 .70 g, 9.2 mmol) f maJononitrile (0.61 g, 9.2 mmol), and 
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10 



ammonium acetate (1 .1 5 g, 1 5 mmol) in 25 mL of benzene was heated at reflux with 
azeotropic removal of water. After 6 hours the reaction mixture was concentrated, 
and the desired intermediate (1.82 g, 49%) was isolated following flash 
chromatography (Si(X EtOAc-CH,Cl : ). LRMS m/z 366/368. The intermediate was 
5 suspended in 1 5 mL of formamide, and the reaction mixture was heated at 1 80 °C for 
4 hours. The solution was cooled to 25 °C, 10 mL of 4M HO (aq) was added, and 
/5 the mixture was stirred for 1 hour. The aqueous solution was neutralized with NaOH 

(aq), and the precipitate was collected by filtration. The title compound (1 .3 g, 68%) 
was isolated following flash chromatography of the precipitate: LRMS m/z 393/395;-. 
10 IR(cm-l)3481, 3161, 1620, 1573,1483, 1359. S 

The 5-aminopyridine-2-carboxaIdehyde starting material was prepared as follows: 



20 



204a. 5-amino-2-bromopyridine 
25 A solution of 2-bromo-5-nitropyridine (5. 1 g, 25 mmol) in 50 mL of a 10:1 

15 mixture of acetic acid and water was treated with iron powder (7.8 g, 140 mmol) in several 
portions over 20 minutes. After an additional 30 minutes the volatiles were removed 
under reduced pressure, and the residue was quenched with 5% aqueous sodium carbonate. 
The aqueous solution was extracted with methylene chloride, and the combined organic 
layer was dried (sodium sulfate) then concentrated in vacuo to provide the desired product 

20 as a white solid (4.25 g, 98%). 

35 

204b. 3-aminopyridinc-2-elhanone 

A sample of 5-amino-2-bromopyridine (4.25 g, 24 mmol), PdCI : (PPh,) 2 (0.34 g, 2 
mole%), Cul (0.09 g, 2 mole%), and trimethylsilylacetylene (3.0 g, 31 mmol) were 
40 25 dissolved in 1 00 mL of a 4: 1 mixture of triethy iamine and acetonitrile, and the reaction 

mixture was stirred 24 hours at 25 °C. The reaction mixture was concentrated, and the 
residue was dissolved in 100 mL of a 10:1 mixture of acetone and water. Hg(0,CCF,) 2 
(1 1.1 g. 26 mmol) and H 2 SO, (72 mmol) were added to the reaction mixture, and the 
solution was heated at reflux for 2 hours. The reaction mixture was cooled to 25 °C and 
30 neutralized with saturated aqueous sodium carbonate. The aqueous layer was extracted 



45 



50 
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with methylene chloride, then the combined organic layer was dried (Na,S0 4 ) and 
concentrated in vacuo. Flash chromatography (Si02. EtOAc-Hexanes) provided the title 
compound: LRMS m/z 137 (M « H+); IR (cm' , )3428. 1668. 1646, 1582, 1358, 1274. 

Example 20S 

4-aminoo-(3-bromonhcnvlV7-('5-dimethvlamino-2-Dvridvnpvridor2.3-dlpvrimidine 
trihvdrochloride salt 

Following the procedure of Example 204, 5-dimethylammopyridinc-2- 
ethanone was reacted with bromobenzaldehyde, malononitrile, and ammonium .* 
acetate to give the title compound. The residue was triturated with excess HCl/cthcr, 
the volatiles were removed under reduced pressure, and the title compound was dried 
under high vacuum: LRMS m/z 42 1/423. IR (cm- 1) 3245, 1664 , 1 545, 1395. 

The 5-dimemylaminopyridine-2-carboxaldehyde starting material was 
prepared as follows: 

2Q5a..3-N.N-dimethvlaminoDvridine 

A solution of 3-aminopyridine (9.4 g, 0. 10 mol) in a 1:1 mixture of formic 
acid (96%) and formaldehyde (37% aqueous solution) was heated at reflux for 18 
hours. The volatiles were removed under reduced pressure and the residue was 
neutralized with saturated aqueous NaHCO,. The aqueous layer was extracted with 
CH 2 C1 2 . then the combined organic layer was dried (Na,S0 4 ) and concentrated under 
reduced pressure. Flash chromatography (Si02, EtOAc-Hexanes) provided the title 
compound: (11.1 g,91%), LRMS m/z 123 (M + H+). 

205b. 2-bromo-5-N.N-dimethylaminopvridine 

A solution of 3-N.N-dimethylaminopyridine (5.88 g, 48.1 mmol) in 150 mL 
of CH2C12 at 0 °C was treated with 2,4A6-tetrabromo-2.5-cyclohexadienone (20.7 
g, 50 mmol) in several portions over 30 minutes. After 2 hours at 0 °C the reaction 
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mixture was concentrated, and the desired 2-bromo-5-N.N-dimcthyIaminopyridine 
was isolated following flash chromatography (16.5 g. 82%): LRMS m/z 201/203. 

204c. 5-N.N-dimethvIami nopvridine-2-ethanone 

Following the procedure of Example 203b. 2-bromo-5-N,N- 
dimethylaminopyridine, except converting the compound to the trihydrochloride salt 
by treatment with HCl/ether, was converted to the title compound: LRMS m/z 165; 
IR(cm-l) 3480, 1666, 1581, 1368. 1272. 

Example 206 

4-amino-5-r3-bromophenvl)-7-f5-dimcthvlamino-2-Dvrazinvl)- 
Pvridof2.3-dlpvrimidine hydrochloride 

Following the procedure of Example 204, 5 -dimethyl ami nopyrazine-2- 
ethanone was reacted with bromobenzaldehyde, malononitrile, and ammonium 
acetate to give the title compound. The residue was triturated with excess HCl/ether, 
the volatiles were removed under reduced pressure, and the title compound was dried 

under high vacuum: LRMS m/z 422/424. IR (cm" 1 ) 3310, 1630, 1525, 1444, 1375. 

The 5-dimcthylaminopyrazine-2-carboxaldehydc starting material was 
prepared as follows: 

206a. 5-dimethvlaminopyrazine-2-ethanone 

A solution of 5-hydroxypyrazine-2-carboxylic acid (4.0 g, 28.5 mmol) in 50 
mL of thionyl chloride and 0.1 mL of DMF was heated at reflux for 8 hours. The 
volatiles were removed under reduced pressure, and the residue was dissolved in 20 
mL of toluene. This solution was added lo a solution of dimethyl malonate (4.75 g, 
36 mmol), MgCL (2.09 g T 22 mmol) and triethyl amine (7.08 g. 70 mmol) in 100 mL 
of toluene. The reaction mixture was stirred for 1 hour at 25 °C. quenched by 
addition of water, and the product was extracted with methylene chloride. The 
solvent was removed, the crude intermediate was dissolved in 25 mL of a 25:1 
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mixture of DMSO and water, and the resulting solution was warmed at 150 °C for 2 
hours. The reaction was quenched by addition of water, and the product was 
extracted with methylene chloride to provide 2-acctyI-5-chloropyrazine (LRMS m/z 
156). This intermediate was treated with aqueous dimethylamine at room 
temperature for 30 minutes to afford 5-dimethylaminopyrazine-2-ethanone,(LRMS 
m/z 166): LRMS m/z 422/424: IR (cm* 1 ) 3310. 1630. 1525. 1444, 1375. 

Example 207 

4-amino-5-(3-bromophenvlV7-(2>oxobenzQ xazoiin-6-vnpvridof2.3-d1nvrimidin e ,; 

Following the procedure of Example 204. 2-oxobcnzoxazoIin-6-ethanone 
was reacted with bromobenzaldehydc, malononitrile, and ammonium acetate to 

prepare the title compound: LRMS m/z 434/436; I R (cm" 1 ) 3095, 1760, 1579, 1481. 
1350. 

The 2-oxobenzoxazolin-5-ethanone_starting material was prepared as follows: 

207a. 2-oxobenzoxazoIin-6-cthanone 

DMF (9 mL) was added dropwise to AlCl, (58,7 g ; 440 mmol) over 20 
minutes and the resulting suspension was stirred 15 minutes at 25 °C Acetic 
anhydride (7.14 g, 70 mmol) and 2-benzoxazoiinone (6.0 g, 44 mmol) were added 
and the reaction mixture was warmed at 80 °C and stirred for 4 hours. The mixture 
was cooled to 25 °C and poured into icc/H 2 0. The resulting precipitate was 
collected by Filtration and dried under vacuum to provide the title compound (6.4 g, 
81%, LRMS m/z 177). 

Example 208 

4~amino-5-(3-bromoDhenvl V7-(l-methvl-2-oxobenzoxazolin-6-vn- 
pyridof2.3-dlpvrimidine 
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Following ihe procedure of Example 204. l-mcthyI-2-oxobenzoxazolin-5- 
ethanone was reacted with bromobenzaldehyde. malononilrilc. and ammonium 

acetate to prepare the title compound: LRMS m/z 448/450; IR (cm" 1 ) 3440. 1782. 
1605. 1458, 1350. 

The 1 -mcthyl-2-oxobcnzoxazolin-5-ethanone_starting material was prepared 
as follows: 

208a. 1 -melhvl-2-oxohenzoxazolin-5-ethanone 

A solution of 2-oxobenzoxazolin-5-ethanone_(from Example 206a . 2.50 g, V 
14.1 mmol) in 20 mL of a 4: 1 mixture of THF and DMF at 0 °C was treated with 
NaH (60 % dispersion. 0.8 g, 20 mmol) and the mixture was stirred 20 minutes at 0 
°C. Methyl iodide (3.97 g, 28 mmol) was added and the reaction mixture was 
warmed to 25 °C and stirred for 15 minutes. Saturated aqueous NaHCO, was added 
and the aqueous layer was extracted with CH 2 CI 2 . The desired product (2.55 g, 94%, 
LRMS m/z 191), was isolated following flash chromatography (Si0 2 , EtOAc- 
CH 2 CU). 

Example 209 

4-amino-5-((5-chloro-2-(3-methoxvphenvnphenvnmethvn-7-(4- 
dimethvlaminophenvl)nvridof2.3-d1pvrimidine 
The title compound was prepared from the compound of Example 1 73 by 
reaction with 3-methoxyphenylboronic acid. Pd(PPh_,) 4 and aqueous sodium 
carbonate under Suzuki reaction conditions. IR (ICBr) 3550-3250.3240- 
2760.1580,1560,1540,1350: H. Res. MS m/z 496.1902 (M+H)*. 

Example 210 

4-amino-5-(a-bromophcnvl^methvl)-7-(4-dimethviaminophenvr)pvridor2.3-d1pvrimidine 

Following the procedures of Example 1 57, except substituting l-(4- 
dimethylaminophenyD-ethanone for the R' reagent and 2-(2-bromophcnyl)- 



WO 00/23444 



PCTAJS99/24901 



acetaldehyde for the R ; reagent of Example 157. the title compound was prepared as 
shown in Table 6. 

Table 6 



Ex. 


Name 


R 4 Reagent (for 7- 


R' Reagent (for 5- 


Analytical Data 


No. 




position) 


position 




210 


4-amino-5-((2- 


K4- 


2-(2- 


IR(KBr); MS 




bromophenyl)methyl) 


dimethylaminophe 


bromophenyl)- 


m/z 434,436 




-7-(4- 


nyl)-ethanone 


acetaldehyde 


(M+H)\ 




dimethylaminophenyl 










)pyrido[2,3- 










d]pyrimidine 









Example 21 1 

4-amino-5-(2~((thiophene-2-vnDhenvnmethvlV7-(4-diethvlaminophenvl)pvridor2.3- 

dlpyrimidine 

The title compound was prepared from the compound of Example 173 by 
reaction with 2-thiophcneboronic acid. Pd(PPh,) 4 and aqueous sodium carbonate 
under Suzuki reaction conditions. IR (KBr) 3640-3240, 3240-2800, 1580, 1560, 
1540, 1350; H. Res. MS m/z 466.2070 (M+H)~. 

Example 212 

4-amino-5-('2"('<'thioDhcne-3-vl)phenvl)methvlV7-(4-diethvlaminophcnvl)pvridol2,3- 

dlpyrimidine 

The title compound was prepared from the compound of Example 1 73 by 
reaction with 3-thiopheneboronic acid. Pd(PPhj) 4 and aqueous sodium carbonate 
under Suzuki reaction conditions. IR (KBr) 3640-3240, 3240-2800. I580 ? 1560, 
1540, 1350; H. Res. MS m/z 466.2057 (M+H)\ 
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Examples 213-222 

Following the procedures of Example 1 , except substituting the appropriate 
reagents for R J and R- as indicated in Table 7 below, compounds of Examples 21 2-222 
were prepared. 



Table 7 
Examples 213-222 



Ex. 


Name 


R" Reagent (for 7- 


R J Reagent (for 5- 


Analytical Data 


No. 




position) 


position 




213 


4-amino-5-(3- 


l-(4-(N-formy!-N- 


3-bromb- 


IR(KBr) 3490, 




bromophenyl>7-(4- 


(2- 


benzaldehyde 


1689, 1120, 800 




(N-formyl-N-(2- 


methoxy)ethylami 




cm' 1 ; MS m/z 




methoxyethyl)amino) 


no)phenyl)- 




478/480 




phenyl)pyrido[2,3- 


ethanone 




(M+H)*. 




d]pyrimidine; 








214 


4-amino-5-(3- 


♦ l-(4-(N-2- 


3-bromo- 


IR (KBr) 




bromophenyl)-7-(4- 


methoxyethyl)ami 


benzaidehyde 


3330,2925, 




(N-(2- 


no)phenyl- 




1675,800 cm 1 ; 




methoxyethyl)amino) 


ethanone 




MS m/z 




phcnyl)pyrido[2,3- 






451/453 




dlpyrimidine; 






(M+Hr. 


215 


4-amino-5-(3- 


l-(4-(N-methyl-N- 


3-bromo- 


IR (KBr) 3440, 




bromophenyl)-7-(4- 


((2- 


benzaldehyde 


1600. 1160,810 




(N-methyl-N-((2- 


dimethylamino)et 




cm* 1 ; MS m/z 




dimethylamino)ethyl) 


hyl)amino)phenyl) 




477/479 




amino)phcnyl)pyrido[ 


-ethanone 




(M+H)\ 




2,3-d]pyrimidine; 
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216 


4-amino-5-(3- 




3-bromo- 


IR flCOr) 3480 




bromophenyl)-7-(4- 


methoxvacetvlami 


hen7aldehvde 


15^0 710 cm" 1. 




(2- 


no)ethylamino)ph 




MS m/z 




methoxy)acetylamino) 


enyl-ethanone 




464.466 




ethyl)amino)phenyl)p 










yrido[2.3- 










tljpyrimidinci 








217 


4-aminn-^-f 1- 






IT? fl^Ri^ 1475 




bromopheny1)-7-((4- 


(formylamino)phe 


benzaldehyde 


1690, 1355/800 




formvlaminn^nhf*nvn 


iiy i cu j<uiviic 




cm , ivio rn/z 




pyrido[2,3- 






420/422 




djpyrimidinc \ 








218 


4~aminn»^-l ^~ 

^ all m i\J J ^ J 


**** 1 -M-O. 


3-bromo- 


TP ^VRrA 




hromnnhpnv 


uiuicuiy lain ino _jac 


benzaldehyde 






(2- 


etylamino)phenyl- 




cm' 1 ; MS m/z 




/Hirnethvlnminolanetv 


Pthannnf* 




477/470 




lamino)phenyl)pyrido 






(M+H)*. 




[2 ¥ 3-d]pyrimidine; 








219 


4- ami no- 5 -(3 - 


[-(4-p-oxo-l- 


J Ul UIIIU 






bromophenyl)-7-(4- 


oxazo!idinyl)phcn 




1750 14(10 700 




(2-OXO-3- 


yl)-ethanone 




cm' 1 ; MS nv'z 




oxazolidinyl)phenyl)p 






462/464 




yrido[2,3- 






(M+H)\ 




d]pyrimidinc; 








220 


4-amino-5-(3- 


l-(6-(2-propyl)-3- 


3-bromo- 


IR (KBr) 3474, 




bromophenyl)-7-(6- 


pyridinyl)- 


benzaldehyde 


3098, 1636. 




(2-propyl)-3- 


ethanone 




1566. 1499, 




pyridinyl)pyrido[2,3- 






1352. 1282 cm" 




djpyrimidine 






^MSm/z 393 




trihydrochloride 






(M+H)\ 
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221 


4-amino-5-(3- 


l-(3-methy|-4- 


3-bromo- 


IR(KBr)3440, 




bromophenyl)-7-(3- 


pyrrolidinylphenyl 


benzaldehyde 


1640. 1607, 




methyl-4- 


)-ethanone 




1586, 1370 cnT 1 : 




pyrrolidinylphenyl)py 






MS m/z 433 




rido[2.3-d]pyrimidine 






(M+H)". 




dihydrochloride 








222 


4-amino-5-(3- 


l-(6-imidazolyl-3- 


3-bromo- 


IR(KBr)3028, 




bromophenyl)-7-(6- 


pyridinyl)- 


bcnzaldehyde 


1641, 1607, 




imidazolyl-3- 


ethanone 




1595. 1375cm* 




pyridinyI)pyrido[2,3- 






MS m/Z 4-17 




djpyrimidine 






(M+H)*. 




trihydrochloride 









♦prepared by deformylation of Example 213 with dilute HC1 in methanol. 



♦♦prepared by acylation of Example 213 with 2-methoxyacetyl chloride/pyridine. 
♦♦♦prepared by formylation of the 7-(3-bromophenyl)-2-cyano-5-(4- 
aminophcnyl)pyridine-2-amine intermediate. 

♦♦♦♦prepared by acylation of Example 213 with the 2-(dimethylarnino)acetyl 
chloride. 

Examples 223-225 

Following the procedures of Example 157. except substituting the appropriate 
reagents for the R 4 and R* reagents of Example 157 as indicated in Table 8 below, 
compounds of Examples 223-225 were prepared. 



Table 8 
Examples 223-225 



Ex. 


Name 


R J Reagent (for 


R 5 Reagent (for 


Analytical Data 


No. 




7-position) 


5-position 
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223 


4-amino-5- 


l-(4- 


2-phenyl- 






phenyl methyl -7-{4- 


diethvlaminonhf* 

UlvUIJ I Ui lllllwLJliw 


ncptnlHfhvHp 

act iuiuli ly 


14S0 "HxO ?8Sfl- 




diethylaminophenyl)p 


nyl)-ethanone 




3200.1605.1580,15 




yrido[2.3- 






60,1540; H. Res. 




djpyrimidine 






MS m/z 384.2 176 
(M+H)\ 


224 


4-amino-5-(2-(3- 


1-/4- 


[rum CAampic 


IIS. ^ rvDlJ 




ntmrifinrnnvn vl Yntipnv 


uicuiy loinixiupnc 


1 70, palladium 


J4 jU,«iU jU,^ I ZU, 1 0 




lmethyl)-7-(4- 


nyI)-ethanonc 


coupling with 3- 


50,1605.1540; MSy 




diethylaminophenyl)p 




aminopropyne 


ni/z437(M+H)V 




yrido[2,3- 










djpyrimidine 








225 


4-amino-5-(l-(2- 


l-(4- 


2-(2- 


IR (KBr) 




bromophenyl)ethy!)- 


dimethylaminop 


bromophcnyl)- 


3520,3250- 




7-(4- 


henyl)-ethanone 


)propionaldehyd 


3500,2850- 




dimethylaminophenyl 




e 


3150,1605,1580,15 




)pyrido[2,3- 






60,1540; H. Res. 




djpyrimidine 






MS m/z 448.1 137 
(M+H)\ 



♦prepared from the compound of Example 170 by reaction with propargylamine. Cul and 
Pd(PPhj), under Suzuki reaction conditions. 



Examples 226-228 

Following the procedures of Example 1 . except substituting the appropriate 
reagents for R J and R 3 as indicated in Table 9 below, compounds of Examples 226-228 
were prepared. 
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Table 9 
Examples 226-228 - 



Ex. 


Name 


R 4 Reagent (for 7- 


R' Reagent (for 5- 


Analytical Data 


No. 




position) 


position 




226 


4-amino-5-(4- 


1.(4- 


3-bromo- 


IR (KBr) 3456. 




dimethylaminophenyl 


bromophenyl)- 


benzaldehyde 


3053, 16600, 




)-7-(4- 


ethanone 




1556 cm' 1 ; MS 




bromophenyl)pyrido[ 






m/z 420 ■• 




2,3-d]pyrimidine 






(M+H)\ r 


227 


4-amino-5-(2- 


l-(4-(N- 


furan-2- 


IR (KBr) 3460. 




furanyl)-7-(4-(N- 


morpholinyOphen 


carboxaldehyde 


1600.. 1580, 




morpholinyl)phenyl)- 


yl)ethanone 




1457 cm" 1 ; MS 




pyrido[2,3- 






m/z 374 




d]pyrimidtne 






(M+H)*. 


228 


4-amino-5-(3- 


K5-(2- 


3-bromo- 


IR (KBr) 3442 




bromophenyl)-7-(2- 


(dimethylamino)p 


benzaJdehyde 


1640. 1604, 




dimethylamino-5- 


yrimidinyl))ethano 




1577, I536 ; 




pyrimidinyl)pyrido[2. 


ne 




1408, 1367, 




3-d]pyrimidine 






1348 cm' 1 ; MS 
m/z 422 
(M+H)*. 



Example 229 

4-amino-5-(3-bromophenvl)-7-(4-(ureido)Dhenvl)pvrido[2,3-d]pvrimidine 



A solution of 4-amino-5-(3-bromophenyI)-7-(4-aminophenyl)pyrido[2,3- 
d]pyrimidine (Example 71.310 mg, 0.79 mmol) in 2 mL of acetic acid was treated with 
sodium cyanate (56 mg, 0.87 mmol), and the reaction mixture was stirred for 30 minutes 
at 25 C C. The solution was concentrated and the residue was suspended in aqueous 
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NaHC0 3 . The crude product was collected by filtration, then purified by flash 
chromatography. The product was dissolved in methanol and treated with excess 2M 

aqueous HCI to provide the hydrochloride salt: LRMS m/z 435/437. IR (cm' 1 ) 3442. 
2212. 3186. 3059. 1681, 1582. 1525. 1358. 

Example 230 

4-amino-5-(l>phenvlmethvl-3-r)iperidinvn-7-f4-diethvlaminophenvl)nvridof2.3- 

dlpvrimidine 

Following the procedures of Example 157, except substituting l-(4-diethylamino- 
phenyO-ethanone for the R 4 reagent and l-phenylmethylpiperidine-3-carboxaldehyde 
(prepared as described by Gilligan ct aL J. Med. Chem., 35:4344-436 1 ( 1 992)) for the R 3 
reagent thereof, the title compound was prepared. The treatment with aqueous HCI was 
omitted, and the free base was obtained. IR (FCBr) 3440, 3100-2800-1640, 1605, 1595, 
1535 cm* 1 ; MS m/z 467 (M+H) + ; mp 218-220 °C. 

Examples 231-243 

Following the procedures of Example 1, except substituting the appropriate 
reagents for R A and R 3 as indicated in Table 10 below, compounds of Examples 230-243 
were prepared. In some cases, the treatment with aqueous HCI was omitted, and the free 
bases were obtained. Some compounds were isolated as the TFA salt following 
purification via high pressure liquid chromatography (HPLC). 



-158- 



WO 00/23444 



PCTAJS99/24901 



Table 10 
Examples 231-243 



ex. 


Name 


k i\eageni (tor 


K Kcagcni (tor 


Analytical Data 


iNO. 




/-position^ 


5-position 




231 


4-amino5-(3- 


l-(o-(3 -methyl- 


3-bromo- 


IR (KBr) 3484, 




bromopnenyl )- /-(o-(j- 


s' isoxazolyl))-3- 


i _ it i i 

bcnzaldehyde 


1635. 1574. 




rnethyt-5-isoxazolyI))-3- 


ovridinvlV 




1562, 1352 cm' 1 : 




pyridinyl)pyrido[2,3- 


ethanone 




MS m/z 459 




djpyrimidine; 






(M+H)*. r 


232 


4-amino-5-(3- 


l-(6-chloro-3- 


3-bromo- 


IR (KBr) 3478, 




bromophenyl)-7-(6- 


pyridinyl)- 


benzaldehyde 


1608, 1574. 




chloro-3- 


ethanone 




1542 cm '; MS 




pyridinyl)pyrido[2,3- 






m/z 414 




d]pyrimidine; 






(M+H)\ 


233 


4-amino-5-(3- 


l-(6-methoxy-3- 


3-bromo- 


IR (KBr) 3484, 




bromophcnyl)-7-(6- 


pyridmyl)- 


benzaldehyde 


1635, 1560, 




methoxy-3- 


ethanone 




1348 cm''; MS 




pyridinyl)pyrido[2,3- 






m/z 409 




d]pyrimidine; 






(M+H)~. 


234 


4-amino-5-(3- 


l-(6-(l,2,4- 


3-bromo- 


IR (KBr) 3494, 




bromophenyl)-7-(6- 


triazoM-yi)-3- 


benzaldehyde 


1612, 1579, 




(l,2,4-triazol-4-y!)-3- 


pyridinyl)- 




1467, 1359, 




pyridinyl)pyrido[2,3- 


ethanone 




1271. 1233 cm' 1 ; 




d]pyrimidine; 






MS m/z 445 
(M+H)\ 
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235 


4-amino-5-(3- 


I -(2- 


3-bromo- 


IR(KBr) 3434. 




bromophenyl)-7-(2- 


morphoiinyl-5- 


henzaldehvHp 


1657 1608 




morpholinyl-5- 


pyrimidinyl)- 




1585. 1335, 




pvrimidinyl)pyrido[2.3- 


ethanone 




cm"'" \A Q m/v 
Cut , 1>10 LIl/ /- 




djpyrimidine; 






463 (M+H)\ 


236 


4-amino-5-(2-thiazolyl)- 


i-(4- 


2-thiazole- 


IR (KBr) 3400, 




7-(4— pyrrolidinyl phenyl )- 


nvrrni ifii nvl nhpn 




1£17 lAfift 
1 OJ /, IOU0. 




nvndnf7 5-dlnvnmidinf 






1 517 rm' 1 ' \4Q 

ijjA cm , ivii 
m/z J /o 

(M+H)\ ; 


237 


" allllllU J \J 


j -^o-pyruzuiy i- 


3-bromo- 


IK (fLnr) 34/4. 




hrnmnnhpn vl ^-7-/6- 


1 -r\\/ pi f\ i r\ v t \ 

_>-pYrium> I )~ 


benzaldehydc 


1 J5U, I JO.£, 




nvrfl7nlvl-l-nvrirlinv'n\- 

p v I ov.ui jr i j pjr 1 lUIiljr *)/ 


ClIlcUlUIlC 








jj v i iuu|^, j-uj jjj i i i inuii ic, 






cm , Mi> m/z 

444 (Ivl+H) . 


238 


4-amino-5-(3- 


l-(4-(t-methyI- 


3-bromo- 


IR (KBr) 3400, 




bromopheny l)-7-(4-( 1 - 


ureido)phenyl)- 


benzaldehyde 


1665, 1350 cm' 1 ; 




methyl-ureido)phenyl)- 


ethanone 




MS m/z 450 




pyrido[2,3-d]pyrimidine; 






(M+H)* 


239 


4-amino-5-{3- 


l-(4-(N-methyl- 


3-bromo- 


IR (KBr) 3475, 




bromophenyl)-7-(4-(N- 


N-(2- 


benzaldehyde 


1578. 1553, 




methyt-N-(2- 


pyrimidmyj)ami 




1482, 1396. 




pyrimidinyl)amino)pheny 


no)phenyl)- 




cm MS m/z 




l)-pyrido[2,3- 


ethanone 




484 (M+H)*. 


i 


djpyrimidine; 
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240 


4-amino-5-(3- 


l-f3-tluoro-4- 




IR fKRri 3448 




bromophenyl)-7-(3- 


(N- 


benzaldehyde 


1600. 1525. 




fluoro-4-(N-formyl-N- 


methy!amino)ph 




1476. cm' 1 ; MS 




methylaminojphenyl)- 


envlVethanone 




m/z 484 




pvrido[2.3-d]pyrimidine; 

m 






(M+H)\ 


241 


*t " LKJliliy lalllllKJ- J \ J 




J-DI UIIIVJ 


IT? /Wftr 1 ! "MAS 




DroiTiijpncii)' iy- / j- 




benzal de hyde 


IOU 1 3*40, 




fluoro-4-(N-forrnyl-N- 


methyIamino)ph 




1350, cm' 1 ; MS 




lUCLny luiiiuiu tpiicii > i j 






mf-r 4R1 
ITL'Z. f5I 














4-amino-5-(3- 


1 (A r\l marUirl 

i -^4-^iN-tnetnyi- 


3-bromo- 


IK (K.Br) /U, 




bromophenyl)-7-(4-(N- 


1N- 


benzaldehyde 


Ken i c 7n 




methyl-N- 


methylsulfonyl- 




1338, cm* 1 ; MS 




methylsulfonylamino)- 


amino)phenyI)- 




m/z 484 




phenyl)pyrido[2,3- 


elhanonc 




(M+H)*. 




djpyrimidine; 








243 


4-amino-5-(3- 


l-(6-(N-methyl- 


3-bromo- 


IR(KBr) 3460 : 




bromophenyl)-7-(6-(N- 


N- 


benzaidehyde 


1680, 1580, 




methyl-N- 


methylsulfonyl- 




1330 cm' 1 ; MS 




methylsulfonylamino)-3- 


amino)-3- 




m/z 485 




pyridinyl)pyrido[2,3- 


pyridinyl)- 




(M+H)*. 




djpyrimidine; 


ethanone 







* separated by chromatography from the same reaction mixture; formylation occurs during 
the cyclization step 
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Example 244 

4-amino-5-(?-bromophenvl)-7-(lMiiethvl-5-indolinvnpvridof2.3-dlpvrimidine 
dihydrochloride 



5 A sample of 4-(3-bromopheny l)-3-cyano-6-( 1 -methyl-5-indoliny l)pyridine-2- 

amine was heated ai reflux in formamide. The reaction was monitored by TLC. and 
15 when the reaction was complete the mixture was cooled to room temperature. The 

product was allowed to precipitate, then recovered by filtration and washed with 
water Additional product was extracted from the filtrate. The product was purified 
10 by column chromatography eluting with 10% MeOH/CHXL.and converted to the : » 
. hydrochloride salt by treatment with ethcr/HCl. The salt was isolated and dried 

under vacuum to give the title compound. LRMS m/z 432/434; IR (cm"' ) 3500, 



3400, 3300, 3200-2800, 1610, 1580, 1560, 1540. 

The 4-(3-bromophenyl)-3-cyano-6-(l-methyI-5"indolyl)pyridinc-2-amine 
1 5 starting material was prepared as follows: 



244a. 5-bromo-l-methvlindoline 
30 

Acetic acid (60 mL) was added to a mixture of 5-hromo-l -methyl indole (10 
g, 47.6 mmol) and sodium cyanoborohydride (8 g). After one hour at 15 °C, the 
20 reaction was basified with aqueous NaOH and extracted with toluene. The organic 
35 phase was dried over MgS0 4 and concentrated to a powder under vacuum. This 

material was purified by flash chromatography to give the title compound, 8.62 g (82 
%):MS212,214[M+H]\ 

40 

25 244b. 5-acetvl-l-methylindoline 

A mixture of 5-bromo-l-methyiindoline (8.6 g : 40.7 mmol), 
trimethylsilylacetylene (12 mL). palladium bis-triphenylphosphinc dichloride (600 
45 mg), Cul (620 mg) and triethylaminc ( 1 6 mL) in acetonitrile (20 mL) was heated at 

75 °C for 3 days, then cooled and concentrated in vacuo. The residue was dissolved 
30 in 120 mL of I : I ethyl acetate/hexane, and the solids were removed by filtration. 
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The solvent was removed and a sample of the residue (5 g) was dissolved in 90% 
aqueous acetone (44 mL). To this solution was added sulfuric acid (2.2 g), and 
Hy(OCOCFj), (9 g). The reaction was heated at reflux for 20 minutes, cooled, made 
basic with aqueous sodium hydroxide and extracted with ethyl acetate. The organic 
layer was dried over MgSO., and concentrated lo an oil, which was purified by flash 
chromatography to give 850 mg of the title compound: MS 1 76 [M+Hf. 

244c. 4-(3-bromophenyl)-3-cvano-6-( 1 -methvl-5-indolinvl)pvridine-2-arnine 

Prepared by condensation of 1' J '-dicyano-3-bromostyrene (prepared by .;• 
condensation of 3-bromobenzaldehyde with malononitrilc in ethanol in the presence 
of a catalytic amount of glycine) and the 5-acetyl-l-mcthylindoline (the R 4 reagent) 
with ammonium acetate in ethanol. After 3.5 hours, the mixture was cooled, and the 
solvent was removed. The residue was purified by flash chromatography, eluting 
with methylene chloride, to give the title compound (588 mg, 30% yield: MS m/z 
394 (M+H)-. 

Example 245 

4^amino>5-f3-bromophenvn-7-n-met hvl-5-benzimidazoIvhpvridol2.3-dlpvrtmidine 
tetrahvdrochloride 

The title compound was prepared according to the procedure of Example 1 . except 
substituting l-methyl-5-acetyl-benzimidazoIe (prepared according to the procedure of D. 
J. Evans et. al„ J. Chem. Soc. Perkin Trans. II, 1978, 865) for the 4- 
dimethytaminobenzaldehyde (the R J reagent) therein. IR (KBr) 3650-3230. 3230-2000, 
1635. 1605, 1590, 1555, 1365 cm* 1 ; MS m/z 43 1/433, 431.0605 (M+H)\ 

Example 246 

4-amino-5-(3-bromophenvIV7-r6-dimethvlamino-3-nvridazinvr)pvrido[2.3Hllpyrimidine 

tetrahvdrochloride 
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246a. 6-( I -butoxvethenvlV3-ehloropvridazine 

To a solution of 20 g (200 mmol) of butyl vinyl ether in 80 mL of THF at -78 °C 
was added 130 mL of a 1.7 M solution of t-butyl lithium in pentane over about 20 
minutes. The yellow suspension was stirred while allowing to warm to 0 °C. THF (150 
mL) was added, and the mixture cooled to -78 °C and a solution of 23 mL (200 mmol) of 
trimethyl borate in 50 mL of THF was added. The reaction was warmed to 20 °C, 20 mL 
of methanol was added, and the solution concentrated in vacuo. The residue was diluted 
with 400 mL ofdioxane, and 20.9 g (140 mmol) of 3,6-dichloropyridazine, 2.31 gof 
Pd(PPh,) 4 , and 200 mL of 2 M- aqueous sodium carbonate was added. The reaction was 
heated to reflux over one hour, then cooled and filtered to remove solids. The filtrate was 
concentrated in vacuo and partitioned between ethyl acetate and I M sodium hydroxide. 
The organic phase was dried over Na 2 S0 4 , concentrated in vacuo, and purified by flash 
chromatography to give 6.3 g (21%) of the title compound. MS {M + ]+ 213, 215. 

246b. l-f6-chloropyridazin-3-ynethanone 

A mixture 6.3 g of the compound from Step 246a in 40 mL of dimethoxyethane, 
10 mL of water, and 4 mL of 12 M HC1 was stirred for 20 minutes, then 125 mL of water 
was added, and the reaction was neutralized with 12 g of NaHCOj. The reaction was 
extracted with ethyl acetate, dried over Na 2 S0 4 , and concentrated in vacuo to give a yellow 
solid. 4.7 g. 

246c. i -(3-(6-fdimethvlaminobvridazin-3-vn)ethanone (the R 4 reagent) 

A solution of 1.57 g (10 mmol) of l-(6-chloropyridazin-3-yl)ethanone (from Step 
246b) in 15 mL of dimethoxyethane was treated with 50 mmol of 40% aqueous 
dimethylamine. After one hour, the reaction was partitioned between CH ; CL and water. 
The organic phase was dried over CI LCI, . and concentrated in vacuo to give the title 
compound. 
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246d. 3-acetvl-6-(mmethvlamino)pvridazine 

The title compound was prepared by condensing 1 J-dicyano-(3-(3- 
bromophenyOpropcne (the R ;> reagent) with the compound from Step 246c (the R 4 reagent) 
and ammonium acetate in ethanol according to the procedure of Example 157d. 

246e. 4-amino-5-n-bromophenvI)-7-(6-dimethvlamino-3-Dvrida2invnDvridof2.3- 
dlpyrimidine tetrahvdrochloride 

The title compound was prepared from the compound of Step 246d according to 
the procedure of Example 157 ? except substituting formamide for the ammonium sulfate 
and triethyl ortho formate thereof. 

Examples 247-248 

Following the procedures of Example 246, except in step (c) substituting the 
appropriate reagents for methylamine as indicated in the Table 1 1 A below, compounds of 
Examples 247-248 were prepared. 



Table 11 A 
Examples 247-248 



Ex. 
No. 


Name 


reagent of step c 


Analytical Data 


247 


4-aminoo- 


morpholine 


IR (KBr) 3600- 




(3 bro mopheny 1 )-7-(6- 




3200, 3000, 




morphoIinyl-3- 




1630. 1605, 




pyridazinyl)pyrido[2,3- 




1590, 1550 cm-'; 




djpyrimidine 




MSm/'z 




dihydrochloride 




464/466, 








464.0829 








(M+H)*; 
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248 


4-amino-5-(3- 


pyrrolidine 


IR (KBr) 3600- 




bromophenyl)-7-(6- 




3250.3100- 




pyrrolidinyl-3- 




2800, 1640. 




pyridazinyl)pyrido[2.3- 




1605. 1560 cm 1 ; 




d]pyrimidine 




MS m/z 




dihydrochloride 




448/450 ; 








(M+H)*; 



Examples 249-251 

Following the procedures of Example 244. except in step (c) first substituting the 
appropriate reagent for R 4 as indicated in Table 1 1 B below for the R 4 reagent of Example 
244 step c, and secondly performing the condensation with ammonium acetate substituting 
dichloroethane as the solvent in place of the ethanol solvent in Example 244 step c. the 
compounds of Examples 249-251 were prepared. In some cases, the hydrochloride salts 
were not prepared. 



Table 1 IB 
Examples 249-260 



Ex. 


Name 


R 4 Reagent (for 


Analytical Data 


No. 




7-position) 




249 


4-amino-5-(3- 


2-acetyl-5- 


IR (KBr) 3478, 




bromophenyl)-7-(5- 


morpholinyl- 


3058.1562, 




morpholinyl-2- 


pyrazine 


1542, 1378, 




pyrazinyl)pyrido[2,3- 




1306 cm 1 : MS 




d]pyrimidine 




m/z 464/466, 




dihydrochloride 




(M+H) + ; 
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250 


ill - z\ m i n rv- ^ -/ _ 

*T till ill 1U J ^J* 


z-acei\ i-j-(iN- 


IK (isJ3rj ^4oZ. 




uiuiiiupiiciiyi )- 1 -\ j-\yi-y~- 


u- 






meinox\ emyi j-in- 


methoxyethyl)- 


1 012. 1540. 




methylamino)-2- 


N- 


1310 cm' 1 ; MS 




pyrazinyl)pyrido[2,3- 


methylamino)- 


m/z 466/468, 




d]pyrimidine 


pyraztne 


(M+H)"; 




dihydrochloride 






251 


4-amino-5-(3- 


l-((4- 


IR(KBr) 3040, 




bromophenyl)-7-(4- 


acetylphenyl)- 


1680, 1640, 




(morpholinylmethyl)- 


methyl)- 


1605, 1580, 




phenyl)pyrido[2,3- 


morpholine 


1400 cm" 1 ; MS 




djpyrimidine 




m/z 466/468, 




hydrochloride 




(M+H)'; 



Example 252 

4-amino-5-n-bromophenvl)-7-r5-rN.N-bisr2-methoxvethvnaminoV2- 
PYridinvnpvrido[2.3-d]Dvrimidi ne trihvdrochloride 



Step 252a. l-f5-bromo-2-pvridyl)ethanone. ethylene kctal 

A solution of dibromopyridine (5.2 g, 21.95 mmol). tributyl(l-ethoxyvinyL)tin 
(9.1 1 g, 25.24 mmol). Pd : (dba) 3 (0.7 g t 0.8 mmol). and (2-ruryl),P (0.37 g, 1.6 mmol) in 
50 mL of toluene/THF (5:1) was warmed at reflux for 10 hours. The reaction mixture was 
concentrated, and the crude product was purified by elution through a short column of 
silica gel. The resulting enol-ether compound, ethylene glycol (2.79 g, 45 mmol), and p- 
toluene sulfonic acid (0.1 ») were dissolved in 50 mL of toluene and the solution was 
wanned at reflux for 10 hours. The reaction mixture was quenched by the addition of 
saturated aqueous NaHCO,. and the aqueous layer was extracted with CH ; CK. The 
combined organic layer was dried (Na 3 S0 4 ), concentrated under reduced pressure, and the 
resulting crude product was purified by flash chromatography to provide the title 
compound (3.68 g. 79%). 
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Step 252h. 1 -f5-(his(2-mcthoxvcth\M)amino)-2-p\Tidvltethanone 

Following literature procedure (J. Org. Chem. 1996, 61, 720). a suspension of the 
compound from step 252a, bis(2-methoxyethyl)amine. t-BuONa. Pd>(dba)„ and BINAP 
toluene was warmed at 80 °C for 8 hours. The reaction mixture was quenched by the 
addition of saturated aqueous NaHC0 3 and the aqueous layer was extracted with CH 2 C1 2 . 
The combined organic layer was concentrated and the resulting residue was dissolved in 
20 mL THF/3 M HC1 (4: 1) and stirred for 4 h. The reaction mixture was neutralized by 
the addition of 2 M NaOH (aq) and the aqueous layer was extracted with CH->Ct% The 
combined organic layer was dried, concentrated under reduced pressure, and the crude 
product was purified by flash chromatography to provide the title compound 

Step 252c. 4-amino-5-0-bromophenvi>7-( 5-(N,N-bis(2-methoxyethvnaminoV2- 
pvridinvnpvridor2.3-dlpvrimidine trihvdrochloride 

Following the procedures of Example 244, except in step (c) first substituting the 
reagent from Step 252b for the R 1 reagent of Example 244 step c, and secondly performing 
the condensation with ammonium acetate substituting dichloroethane as the solvent in 
place of the ethanol solvent in Example 244 step c, the free base of the title compound was 
prepared. The title compound was prepared from this by treatment with HCL in ether. IR 
(KBr)3440. 1635, 1605. 1580, 1360 cm' 1 ; MS m/z 466/468, (M+H)\ 

Examples 253-260 

Following the procedures of Example 244, except in step (c) first substituting the 
appropriate reagent for R 4 as indicated in Table 1 IB below for the R 4 reagent of Example 
244 step c. and secondly performing the condensation with ammonium acetate substituting 
dichloroethane as the solvent in place of the ethanol solvent in Example 244 step c, the 
compounds of Examples 253-260 were prepared. In some cases, the hydrochloride salts 
were not prepared. 
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Ex. 


Name 


R 4 Reagent (for 


Analytical Data 


No. 




7-position) 




253 


4-amino-5-(3- 


l-((4- 


IR(K.Br)3105. 




bromopheny 1 )-7-(4- 


acetvlphenyl)- 


1645. 1620, 




(imidazolylmethyl)- 


mcthyl)imidazol 


1570. 1350 cm* 1 : 




phenyl)pyrido[2,3- 


e 


MS m/z 




djpyrimidinc 




466/468, 




trihydrochloride 






254 


T UJJJ1I1U -/ 








hrnmnnhpnvl^-7-/ S-f I - 


1 l il Ji ^JUKJl 1 11 V 1.1. 


1081 1646 




morpholinyl)-2- 


pyridyl)etharionc 


1564, 1494, 




pyridinv))pyrido{2,3- 




1362 cm' 1 ; MS 




djpyrimidine 




m/z 463/465, 




tri h y droc hi ori de 




(M+H)~; 


255 


4-amino-5-f3- 




IR (KRr\ 3308 




bromophenvi)-7-(4- 


f ( dimptfwlnminn 


1645 1590 




((dimethylamino)methyj)- 


)methvl)phenyl)- 


1560. 1375 cm 1 ; 




phenyl)pyrido[2,3- 


eihanone 


MS m/z 




d]pyrimidine 




509/5 1 1 , 




dihydrochloride 




(M+H)*; 


256 


4-amino-5-(3- 


l-(5-(4- 


IR(JCBr)3000, 




bromophenyl)-7-(5-(4- 


hydroxypiperidi 


1650, 1600, 




hydroxy-1 -piperidinyl)-2- 


nyl)-2- 


1580, 1550, 




pyridinyl)pyrido[2,3- 


pyridyl)ethanone 


1400 cm* 1 ; MS 




d]pyrimidine 


** 


m/z 477/479, 




dihydrochloride 




(M+H)-; 
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257 


4-amino-5-(3- 


5-acetyl-2- 


IR (KBr) 3477, 




bromophenyl)-7-(5-(N- 


pyridinemethana 


3060, 1678, 




formyl-N-mcthylamino)- 


mine 


1638, 1566, 




2-pyridinyt)pyrido[2,3- 




1495, 1319cm 1 ; 




djpyrimidine 




MS m/z 




di hydrochloride 




435/437, 
(M+H)'; 


258 


4-amino-5-(3- 


2-acetyl-5-(2- 


IR (KBr) 3085, 




bromophcny!)-7-(5-(2- 


propenyl)- 


1562, 1485, 




propenyI)-2- 


pyridine 


1357 cm '; MS 




pyridinyl)pyrido[2,3- 




m/z 4 18/420, 




djpyrimidine 




(M+H)"; 


259 


4-amino-5-(3- 


6-acetyl-3-(2- 


IR (KBr) 3440, 




bromophenyl)-7-(3-(2- 


methoxyethyl)- 


1770, 1625, 




methoxyethyl)-2-oxo-6- 


benzoxazol-2- 


1605, 1580. 




benzoxazolyl)pyrido[2.3- 


one 


1360 cm' 1 ; MS 




djpyrimidine 




m/z 492/494, 




hydrochloride 




(M+H)*; 


260 


4-amino-5-(3- 


N-(l-(4-acetyl- 


IR (KBr) 3283, 




bromopheny l)-7-(4-( 1 -(N- 


phenyl)ethyl)- 


3054, 1678, 




formylamino)- 


formamide 


!63K 1547, 




ethyl)phenyl)pyrido[2,3- 




1352 cm 1 ; MS 




djpyrimidinc 




m/z 448/450, 
(M+H)'; 



* Prepared as in Ex. 252b, except substituting morpholine for the bis(2- 
methoxyethyl)amine thereof. 

** Prepared as in Ex. 252b, except substituting 4-hydroxypiperidine for the 
bis(2-methoxyethyl)amine thereof. 
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Example 261 

4-aminO'5"(3-pvridvn-7-f4-dimethv]aniino)Dbcnvlnvndor2.3-d]pvrirnidine 
The compound was prepared by using the method generally described above in 
Scheme 3 and the associated examples using 1 -(4-dimethyIaminophenyl)ethanone as the 
R J reagent (7-position) and nicotinaldehyde as the R 3 reagent (5-position). IR (cm-1) 
3305.8, 2922, 1606, 1578. 1535, 1360. MS (M+II) 342. 

Example 262 

4-(methvlamino)-5-(3-bromophenvl)-7-(4-dimethvlaminophenvhDvridor2.3-dlpyrimidine 

hydrochloride 

The title compound was prepared by using the method described in Example 200. 
except substituting methylamine for the 2-(dimelhylamino)ethylamine thereof. MS 
(M+H), 478(lBr); IR (cm- 1) 3455, 3047, 2959, 1580, 1351,1234. 

Example 263 
4-(2'methoxvethvlaminoV5-f3-bromophenvlV7-(4- 
dimethvlaminophenvnpvridof2.3-dlpyrimidine hydrochloride 
The title compound was prepared by using the method described in Example 200, 
except substituting 2-methoxyethylamine for the 2-(dimethyiamino)ethylamine thereof. 
MS (M+H). 522 (IBr); IR (cm-1) 3415, 2920, 1569, 1321, 1234. 

Example 264 

4-amino-5-(3-bromophenvn-7-(4-(l-methvl-2-imidazolvnphenvnpvridof2.3-d1pyrimidine 

trihvdrochloride 

Step 264a. l-(4-n-Methvlimidazol-2-v0phenvnethanone 

A solution of N-methyl imidazole (0.90 g, II .0 mmol) in 12 mL of THF at -78 °C 
was treated with n-BuLi (7.5 mL, 1.6 M solution in hexanes. 12.0 mmol) for 0.5 hours at - 
78 °C. Next, ZnCI 2 (20 mL. 1 .0 M solution in Et 2 0, 20 mmol) was added, and the 
solution was warmed to 25°C. To this solution was added Pd(PPrt3)4 (70 mg, 0.06 mmol) 
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followed by 4-iodoacetophenone ethylene acetal (prepared from iodoacetophenonc and 
ethylene glycol in the presence of an acid catalyst by standard procedures), and the 
reaction mixture was heated at reflux for 4 hours. The solution was then cooled to 25 °C 
and quenched by the addition of saturated aqueous NaHCC^ ( 1 0 mL). The aqueous layer 
was extracted with CH2CI2. and the combined organic layer was concentrated under 
reduced pressure. The residue was dissolved in 30 mL of THF. 15 mL of 3 M aqueous 
HC1 was added, and the mixture was stirred for 2 hours at 25 °C. The solution was 
neutralized by the addition of saturated aqueous NaHCC^. and the aqueous layer was 

extracted with CH2CI2. The combined organic layer was dried (MgSO^ then . ; 

concentrated under reduced pressure. The crude product was purified by flash f 
chromatography to provide the title compound (0.89 g. 64%). 

Step 264b. 4-aminoo-(3-bromophenvlV7-(4-(l~methvl-2'imidazolvnphenvl)Dvrido[2.3- 
dlpyrimidine trihvdrochloride 

Following the procedures of Example 244. except in step (c) first substituting the 
K* reagent from Step 264a for the R 4 reagent of Example 244 step c, and secondly 
performing the condensation with ammonium acetate substituting dichloroethane as the 
solvent in place of the ethanol solvent in Example 244 step c. the title compound was 
prepared. MS (M+H) 458 (I Br); IR (cm-1) 305L 2948, 1577. 1474. 1354. 

Examples 265-267 

Following the procedures of Example 244. except in step (c) first substituting the 
appropriate reagent for R** as indicated in the Table below for the R 4 reagent of Example 
244 step c. and secondly performing the condensation with ammonium acetate substituting 
dichloroethane as the solvent in place of the ethanol solvent in Example 244 step c, the 
compounds of Examples 264-285 were prepared. In Ex. 266. the hydrochloride salt was 
not prepared. 
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Ex. 


Name 


R J Reagent (for 


Analytical Data 


No. 




7-positipn) 




265 


4-amino-5-(3- 


l-(4- 


MS (M+H), 460: 




bromophenyl)-7-(4- 


(aminomethyl)p 


IR (cm- 1)3024 




(aminomethyl)phenyl)pyr 


henyl)ethanone 


2933, 1550, 




ido[23-d]pyrimidine 




1493.. 1328 


266 


4-amino-5-(3- 


I -(2-bromo-4- 


MS (M+H), 500 




bromophenyI>7-(2- 


(dimethylamino) 


(2 Br); IR (cm- 




bromo-4- 


phenyl)ethanone 


1)3049,2949, 




(dimethy!amino)phenyl)p 




1536, 1468, 




yrido[2,3-d]pyrimidine 




1320 


267 


4-amino-5-(3- 


1.(4- 


MS (M+H), 448 




bromophenyl)-7-(4- 


(dimethylaminoe 


(1 Br); IR(cm- 




(dimethylaminoethyl)phe 


thyl)phenyl)etha 


1)3420, 3000, 




nyl)pyrido[2,3- 


none 


2980, 1635, 




djpyrimidine 




1610, 1590, 
1435, 1415 



Example 268 

4-amino>5-0-bromophenvlV7-( , 4-0-fdimeihvlamino)Dropvnvnphenvl)pyridof2.3- 

dlpyrimidine 

A suspension of the compound of Example 63 (0.80 g, 1.59 mmol), 
PdCl2(PPh 3 )2, Cul, and 3-dimethylaminoprop-Nync in 20 mL of DMF/TEA (4:1) was 
heated at 50 °C for 3 hours. The volatiles were removed under reduced pressure, and the 
residue was purified by flash chromatography to provide the title compound (0.50 g, 68 
%). MS (M+H), 459 (1 Br); IR (cm-1) 3027. 2964, 1513, 1470. 1360. 
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Examples 269-271 

Following the procedures of Example 268. except substituting the reagent 
compound shown in the table below for the 3-dimcthylaminoprop-l-ync of Example 268. 
the compounds shown in the table below were prepared. 



Ex. 


Name 


Reagent 


Analytical Data 


No. 








269 


4-amino-5-(3- 


1,1-dimethyl- 


MS(M+H), 459 




bromophenyl)-7-(4-(3- 


propargyl amine 


(IBr); IR(cm-l) 




amino-3- 




3041,2967, 




methylbutynyl)phcnyl)pyr 




1562, 1484, 




ido[2,3-d]pyrimidine 




1319 


270 


4-amino-5-(3- 


dimethyl 


MS (M+H), 486 




bromophenyl)-7-(4- 


phosphite 


(IBr); IR(cm-l) 




dimethylphosphonatophe 




3105,2912, 




nyl)pyrido[2,3- 




1625, 1437, 




d]pyrimidine 




1350 


271 


4-amino-5-(3- 


methyl 


MS (M+H), 446 




bromophenyl)-7-(4-(3- 


propargyl ether 


(IBr); IR (cm-1) 




(methoxypropynyl)pyrido 




3053, 2929. 




[2,3-d]pyrimidine 




1560, 1484. 








1352 



Example 272 

4-amino-5-G-bromophenvlV7^4-carboxvphenv0pvrido[2.3-dlpvrimidine 
A solution of 4-amino-5-(3-bromophenyl)-7-(4-cyanophenyl)pyrido[2,3- 
d]pyrimidinc (the compound of Example 37, (0.47 g, 1.17 mmol) in 15 mL of 6 M HC1 
(aqueous) was heated at 60 °C for 8 hours. The mixture was lyophilized and the crude 
product was purified by flash chromatography to provide the title compound (0.14 g, 
28%). MS (M+H), 422 (IBr); IR(cm-l) 3064. 2628, 1692, 1403, 1273. 
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Example 273 

4-aminQ-5-f3-bromophenvn-7>(4-methvl-3-Qxo-2H-4H-pvridor3.2-b1-1,4- 
oxazinvnpvridof2.3-dlpvrimidine 

Step 273a. 7-acetvl-2H-pvridol3.2-bl-1.4-oxazin-3f4HVone 

A solution of 2H-pyrido[3,2-bJ-l,4-oxazin-3(4H)-one (9.8 g, 65.27 mmol, Aldrich) 
in 120 mL of THF/MeOH (5:1) was treated with 0.4 mL of concentrated HC1 (aqueous) 
followed by N-bromosuccinimide (17.8 g, 100 mmol) in several portions over 10 minutes. 
After 12 hours at 25 °C the reaction mixture was quenched by the addition of saturated 
aqueous NaHSC^. The aqueous layer was extracted with CH7CI2 and the combined 
organic layer was dried (Na2SO^), concentrated under reduced pressure, and purified by 
flash chromatography to provide 7-bromo-2H-pyrido[3,2-b]-l,4~oxazin-3(4II)-one (8.4 g, 
56%). A mixture of 7-bromo-2H-pyrido[3 ; 2-bl-l ) 4-oxazin-3(4H)-one (3.2 g. 14 mmol), 
tributyl(l-ethoxyvinyl)tin (6.1 g, 17 mmol), Pd 2 (dba) 3 (0.5 g, 0.56 mmol), and (2-furyl) 3 P 
(0.3 g, 1.2mmol)in30mLoftolucne/THF (5:1) was warmed at reflux for lOhours. The 
reaction mixture was concentrated under reduced pressure, and the residue was dissolved 
in 50 mL of THF. 15 mL of 4 M HC1 (aqueous) was added, and the mixture was stirred 
for 4 hours at 25 °C. The solution was neutralized by the addition of NaHCC>3 (aqueous), 
and the aqueous layer was extracted with CH 2 Cl2. The combined organic layer was dried 
p^SC^), concentrated, and the crude product was purified by flash chromatography to 
provide 7-acetyl-2H-pyrido[3,2-b]- 1 ,4-oxazin-3(4H)-one (2.37 g, 88%). MS (M+H), 463 
(1 Br); IR(cm-l)3400. 3200-2800, 1700. 1640, 1605, 1590. 1395, 1380, 1345. 

Step 273b. 7-acetvM>methvl-2H-pvridof3.2-bM.4-oxazin-3f4HVone 

The compound from step 273 a was treated with methyl iodide and NuH in 1 : 1 
THF/DMF for 6 hours at 0 °C to 25 °C. The reaction was quenched with aqueous sodium 
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bicarbonate solution, the mixture was extracted with dichloromethane, and the resiue was 
purified by chromatogaphy to give the title compound, MS (M+H). 407. 

Step 273c. 4-amino-5-(3-bromophenvl)-7-(4-mcthvI-.Vo xo-2H-4H-Dvridor3.2-bM .4- 
oxazinynpvrido[2.3-d1pvrimidine 

Following the procedure of Example 244 Step c, except first substituting 7-acetyl- 
4-methyl-2H-pyrido[3 ? 2-b]-l,4-oxazin-3(4H)-one (the R 4 reagent) from Step 273b for the 
R 4 reagent of Example 244 Step c, and secondly performing the condensation with 
ammonium acetate substituting dichloroethane as the solvent in place of the ethanol .-. 
solvent in Example 244 step c, the title compound was prepared. MS (M+H), 463 (1 Br); 
IR (cm- 1) 3400. 3200-2800, 1700. 1640, 1605, 1590, 1395, 1380. 1345. 

Example 274 

4-amino-5-(3-hromophenylV7-(4-(2-( , dimethvlamino>ethvO-3-oxo-2H-4H-pvridor3.2-b1- 
1.4-oxa2in-7-Yhpvridor2.3-dlpyrimidine 

Step 274a. 7-acetvl-4-dimcthvlaminoethvl -2H-pvridor3.2-b1-1.4-oxazin-3(4HVone 

The compound from Example 273 Step a was treated with 2-chloro-(N,N- 
dimethyl)ethylamine HC1 and KjC0 3 in aqueous acetone at reflux. The mixture was 
diluted with water and extracted with dichloromethane, and the residue was purified by 
chromatogaphy to give the title compound. 

Step 274b. 4-amino-5-(3-bromophenvlV7-f4-(2-fdimethvlamino)ethvn-3-oxo-2H-4H- 
pvridof3.2-bl-1.4-oxazin-7-vnpvridof2.3-dlpvrimidine 

Following the procedures of Example 244 Step c, except in step c first substituting 
7-acetyl-4-dimethylaminoethyl -2H-pyrido[3,2-b]-l,4-oxazin-3(4H)-one (the R 4 reagent, 
from Step 273b) for the R 4 reagent of Example 244 Step c, and secondly performing the 
condensation with ammonium acetate substituting dichloroethane as the solvent in place of 
the ethanol solvent in Example 244 step c, the title compound was prepared. MS (M+H), 
519(1 Br);lR(cm-l) 3440. 1685. 1630, 1605. 1580. 1395 
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Example 275 . 
4-amino-5-(3-bromophenv)V7-q.3-dihvdroO- ^^ 

v])pyridof2.3.dlDvrimRiine 

Step 275a. 6-aceiyl-2-benzoxazolinone 

Following the procedures of Example 273 Step a, except substituting 2- 
benzoxazolinone (Aldrich) for the 2H-pyrido[3,2-bJ-l,4-oxazin-3(4H)-one thereof, the 
title compound was prepared. 

- Step 275b. 6-acetvlO-( , dimethviaminoethvl)-2-benzoxazolinone 

The compound from Example 275 Step a was treated with 2-chloro-(N,N- 
dimethyl)ethylamine HC1 and K 2 C0 3 in aqueous acetone at reflux. The mixture was 
diluted with water and extracted with dichloromethane, and the residue was purified by 
chromatogaphy to give the title compound. 

Step 275c. 4'amino-5-n-bromophenvlV7-f2.3-dihvdro-3-rdimethvlaminoethvlV2- 
oxobenzoxazol-6-yl)pvridof2 1 3-d1pyrimidine 

Following the procedures of Example 244 Step c, except in step c first substituting 
the compound from Step 275a for the R 4 reagent of Example 244 Step c, and secondly 
performing the condensation with ammonium aceiate substituting dichlo roe thane as the 
solvent in place of the ethanol solvent in Example 244 step c. the title compound was 
prepared. MS (M+H), 506 (1 Br); IR (cm-1) 3400. 3050, 1630. 1610, 1360. 
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Example 276 

4-aminb-5-f3-bromoph cnvlV7-(4-meihv»o-oxo-2H^H-benzo-1.4-oxazin-7-vnnvridof2 < 3- 

dlpyrimidine 

Step 276a. 6-acetvl-3-methvl-2-benzoxazolinone 

The compound from Example 275 Step a was treated with methyl iodide and NaH 
in 1:1 THF/DMF for 6 hours at 0 °C to 25 °C. The reaction was quenched with aqueous 
sodium bicarbonate solution, the mixture was extracted with dichloromethane, and the 
resiue was purified by chromatogaphy to give the title compound. 

'■ Step 276b. l-n-hvdroxv-4-methvlaminophenv]Vethanone 

The compound from Step 276a (1 .60 g, 8.37 mmot) was dissolved in acetone (70 
mL) and treated with 1M aqueous K 2 CO, solution (25 mL) with heating at reflux 
overnight. The mixture was neutralized with acid, then extracted with diethyl ether. The 
solvent was dried (MgS0 4 ) and removed under vacuum to give the title compound (2.01 
g) 



Step 276c. 7-acetvl-4-methvl-2H-4H-benzo- 1 .4-oxazin-3-one 

The compound from Step 276b (2.01 g, 8.37 mmol) was dissolved in DMSO and 
treated with sodium ethoxide (8.4 mmol) and bromoacctic acid (1.40 g, 8.4 mmol) at room 
temperature overnight. The mixture was diluted with water and ether, and the title 
compound was isolated by filtration (0.48 g). MS (M+H), 206. 

Step 276d. 4-amino-5-G- bromophenvlV7-(4-methvN3-oxo-2H-H-benzo- 1 .4-oxazin-7- 
yQpvridor2 J -dlpyrimidine 

Following the procedures of Example 244 Step c, except in step c first substituting 
the compound from Step 276c for the R* reagent of Example 244 Step c, and secondly 
performing the condensation with ammonium acetate substituting dichloroethane as the 
solvent in place of the ethanol solvent in Example 244 step c, the title compound was 
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prepared. MS (M+H), 462 (1 Br): IR (cm- 1) 3500, 2800-3200, 1690 ? 1645, 1610, 1590, 
1385,1355. 



Example 277 

4-amino-5-(3-bromophenvlV7-(2,2,4-trimethvlO-oxo-2H-4H-berao-1.4-oxazin-7- 
vDpvridof2.3-d1pvrimidirie 

Step 277a. 7-acetvl-2,2,4-trimethvl-2H-4H-benzo- 1 .4-oxazin-3-one 

The compound from Step 276b (2.25 g. 9 mmol) was dissolved in DMSO and 
treated with sodium ethoxide (9 mmol) and 2-bromo-2-mcthylpropanoic acid (1.76 g, 9 
mmol) at room temperature overnight. The mixture was diluted with water, and the 
mixture was extracted with ether.ethyl acetate. The extract was dried (MgS0 4 ), the 
solvent was removed under vacuum, and the residue was purified by chromatography 
(silica gel) to give the title compound (1.33 g) MS (M+H), 234. 

Step 277b. 4-aminoo-( > 3-bromophenvl)-7-( r 2.2,4-trimethvl-3-oxo-2H-4H-benzo-l .4- 
oxazin-7-vQpvridor2.3-d1pvrimidine 

Following the procedures of Example 244 Step c, except in step c first substituting 
the compound from Step 277a for the R A reagent of Example 244 Step c, and secondly 
performing the condensation with ammonium acetate substituting dichloroethane as the 
solvent in place of the ethanol solvent in Example 244 step c, the title compound was 
prepared. MS (M+H), 490 (1 Br); IR (cnvl) 3450, 2900-3100, 1680, 1645, 1610, 1515, 
1385, 1365, 1165. 



Example 278 

4-amii]o-5-cvclohexvl-7-r4^2-dimethvlamino)ethvlV2H-4H-benzo-3-oxo-1.4-oxazin-7- 
vl)pvridor2.3-d1pvrimidine 
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Step 278a. 1 -(3-hvdroxv^(2>(dimethviamino)ethvnphenvn-ethanone 

A sample of 6-acetyl-3-(dimethylaminoethyl) r 2-benzoxazolinone (from Example 
275 Step b) was dissolved in acetone and treated with 1M aqueous fCCO» solution with 
heating at reflux overnight. The mixture was neutralized with acid, then extracted with 
diethyl ether. The solvent was dried (MgSOJ and removed under vacuum to give the title 
compound. 

Step 278h. 7-acetvl-4-(dimethylaminokthvn-2H-41I-benzo- 1 ,4-oxazin-3-one 

A sample of the compound from Step 278a (8.94 g, 32 mmol) was dissolved in 

V 

DMSO and treated with sodium ethoxide (32 mmol) and bromoacetic acid (5.34 g^32 
mmol) at room temperature for 2 days. The mixture was diluted with water then extracted 
with ether. The extract was dried (MgSO,), the solvent was removed under vacuum, and 
the residue was purified by chromatography (silica gel) to give the title compound (1.94 
g). MS(M+H),263. 

Step 278c. 4-amino-5'Cvciohexyl-7^4-(dimethvlaminokthvn-2H-4H-benzo-3-oxo-l .4- 
oxazin-7-vl)pyridol2.3-dlpvrimidine 

Following the procedures of Example 244 Step c, except in step c first substituting 
l,I-dicyano-3-cyclohexylethene (prepared according to the method of Moison, et al. 
(Tetrahedron (1987), 43:537-542) by treating cyclohexane carboxaldehyde with 
malononitrile in the presence of finely powdered magnesium oxide in dichloromethane) 
for the R3 reagent of Example 244 Step c, and substituting the compound from Step 278b 
for the R J reagent of Example 244 Step c, and also performing the condensation with 
ammonium acetate but also substituting dichloroethane as the solvent in place of the 
ethanol solvent in Example 244 step c, the title compound was prepared. MS (M+H) 447; 
IR(cm-l) 3400.2900. 1690. 1610, 1590 : 1395. 
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Example 279 

4-aminoo-(3-bromophen vlV7^5-fl-methvlethvlV2-pvridvnpvridor2J-d1pvrimidine 

Step 279a. I-(5-methvethvl-2-pvridvlkthanone 

A solution of 2-acetyl-5-bromopyridine (1.45 g, 7.9 mmol), 2-propenyltrimethyltin 
(1 .77 g. 8.7 mmol), Pd 2 (dba)3 (0.33 g ; 0.36 mmol), and tri-2-ftirylphosphine (0.1 7 g ; 0.72 

rnrnol) in 25 mL of benzene was warmed at 60 °C for 4 hours. The reaction mixture was 
concentrated and the coupled product was purified by flash chromatography (1.22 g, 96 
%). The product was dissolved in 25 mL of EtOH and the solution was purged with.a 
stream of Fb- 10% Palladium on charcoal (50 mg) in 0.5 mL of ElOH was added and the 
reaction mixture was stirred for 12 h under an atmoshperc of The reaction mixture 

was filtered and the resulting solution was concentrated under reduced pressure. The title 
compound. 2, (1.04 g, 84%) was isolated following flash chromatography. 

Step 279b. 4-aminoo-(3-bromophenvlV7-(5-(UmethylethylV2-pYridYl)pYrido[2,3- 
dlpvrimidine 

Following the procedures of Example 244 Step c, except in step c substituting the 
compound from Step 279a for the R 4 reagent of Example 244 Step c, and performing the 
condensation with ammonium acetate and also substituting dichloroethane as the solvent 
in place of the ethanol solvent in Example 244 step c, the title compound was prepared. 
MS (M+H)421 (IBr); IR (cm- 1) 3489, 2940. 1545, I482 ? 1357. 

Examples 280-281 

Following the procedures of Example 244 Step c, except in step c substituting the 
compound shown below for the R J reagent of Example 244 Step c, and performing the 
condensation with ammonium acetate and also substituting dichloroethane as the solvent 
in place of the ethanol solvent in Example 244 step c, the compounds shown in the table 
below were prepared. 
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Ex. 


Name 


R 1 Reaoent f for 


Annlvtirnl Dntn 


No. 








280 


4-amino-5-(3- 


1 -(5-piperidinyl- 


MS (M+H) ? 460 




bromophenyl)-7-(5- 


2- 


(lBr);lR(cm-l) 




piperidin- 1 -y lpyrid-2- 


pyridyl)ethanone 


3064, 2937. 




yl)pyrido[2,3- 


* 


1556, 1493 ; 




d]pyrimidine 




1358 


281 


4-amino-5-(J-(4- 


l-(2- 


MS (M+H), 491 




bromophenyl)ethyI)-7-(6- 


morpholinyl-5- 


(1 Br); IR (cm- 




morpholinylpyrid-3- 


pyridyl)ethanone 


1) 1585,1555, 




yl)pyrido[2,3- 




1505, 1240, 




djpyrimidine 




1110, 940 



* Prepared as in Ex. 252b, except substituting morpholine for the bis(2- 
methoxyethyl)amine thereof. 

** prepared by ireatment of 5-acetyl-2-chIoro-pyridine with morphoiine in 
refluxing ethanol. 

Example 282 

4'amino-5-f3-bromophenvlV7-r4-((>J-formvlamino)methvl)phenvr)pvndor23- 
dlpyrimidine 

Step 282a. 4-cvanoacetophenone, acetal with 2.2-dimethvlpropvlene glycol 

A sample of 4-cyanoacetophenone (4.35 g, 30 mmol) was dissolved in 150 mL of 
hexanes. and to this solution were added 2,2-dimethylpropyiene glycol (3.44 g, 33 mmol) 
and a catalytic amount ( 1 0 mg) of p-toluene sulfonic acid. The reaction was heated 
overnight at reflux with a Dean-Stark trap, and an additional portion of glycol (33 mmol) 
was added. The reaction was continued for 3 hours, then cooled and the solvent was 
removed. The residue was dissolved in ethyl acetate, and this solution was washed with 
aqueous NaHC03, water and brine, and dried over MgS04. The solvent was removed 
under vacuum to give the title compound (7.46 g). 
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Step 282b. 4-(ammomethvnacetophenone. acetal with 2.2-dimethvlpropvlene glvcol 

The compound from Step 282a (2.3 1 g ? 10 mmol) was dissolved in ether (50 mL) 
and stirred with lithium aluminum hydride (0.76 g r 20 mmol) at ambient temperature 
overnight. The reaction was quenched with MgSOHO H20, and the mixture was diluted 
with ether. The mixture was filtered, and the filtrate removed to give the title compound. 

Step 282c. l-f4^BOC-aminomethvhDhenvhethanone 

The compound from Step 282b ( 1 . 18 g, 5 mmol) was dissolved in THF (20 mL), 
1 N HC1 (20 mL) was added, and the mixture was stirred for 2 days. The volatiles were 
removed under vacuum, the residue was dissolved in THF (20 mL). and d-tibutyl 
dicarbonate (2.1 8 g. 10 mmol) was added. The mixture was stirred at room temperature 
over a weekend. The solution was diluted with water, and the mixture was extracted with 
ether and ethyl acetate. The organic extracts were dired (MgS04). and the solvent was 
remove under vacuum to give the title compound. 

Step 282d. 4-amino-5 -f3-bromophenvl)-7-r4-('N-formvlamino)methvnphenvrtpvridor2J- 
dlpyrimidine 

Following the procedures of Example 244. except in step c substituting the 
compound from Step 282c for the R' reagent of Example 244 Step c ; and performing the 
condensation with ammonium acetate but also substituting dichloroethane as the solvent in 
place of the ethanol solvent in Example 244 step c. the title compound was prepared. MS 
(M+H) 434(1 Br); I R (cm- 1 ) 3440, 2700-3 1 50, 1635, 1580, 1380. 



Example 283 

4-amino-5-(3-brornophe nyl)-7-(4-( 1 -(N-methvIarninoV 1 -meihylethvDphenvnpyridor2.3- 

d'lpvrimidine 
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Step 283a. 4-f 1 -amino- 1 -methvlethvDacetophenone 

CeCl, (10 g. 34.9 mmol) was suspended in THF (60 mL). and the mixture was 
cooled to -78 °C Methyl lithium (1 .4 M, 2 mL) was added, and the mixture was stirred 
for 20 minutes. Then the compound from Example 2S2 Step a, (4-cyanoacetophenone 
acetal with 2. 2 -dimethy [propylene glycol. 2,3 1 g, 10 mmol) in 2 mL of THF was added. 
After stirring for 4 hours, the mixture was allowed to warm to room temperature while 
stirring for 1 6 hours. The reaction was quenched with water and ammonium hydroxide, 
filtered, and the filtrate was extracted with dichloromethane. The solution was dried 
(MgSOj), and the solvent was removed to give the title compound. 

Step 283h. 4-fl-fN-BOC -amino)- l-methvlethvl)acetopheno'ne 

The compound from Step 283a (2.32 g, 8.77 mmol) was treated sequentially with 
HCI and di-t-butyl dicarbonate according to the procedure of Example 282 Step c to give 
the title compound ( 1 .60 g). MS (M+H) 278. 

Step 283c. 4-amino-5-(3-bromophenylV7-('4-n-fN-formvlaminoVl- 
methylethvQphcnvl)pvridof2,3-dlpvrimidine 

Following the procedures of Example 244 Step c, except in step c substituting the 
compound from Step 283b for the R J reagent of Example 244 Step c, and performing the 
condensation with ammonium acetate but also substituting dichloroethane as the solvent in 
place of the ethanol solvent in Example 244 step c, the title compound was prepared. MS 
(M+H) 

462 (I Br); IR (cm-1) 3440, 1640. 1605. 1580, 1380. 

Example 284 

4-amino-5-(3-bromophenvlV7-f4-n-CN.N-dimethviamino)-l- 
methvlethvl)nhenvn Dvridor2.3-d1pvrimidine 
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Step 284a. 4-n-(dimethvlaminoVl-methylethvnacetophenonc 

The compound from Step 283a (1.18-g, 5 mmoi) was dissolved in 5 mL formic 
acid, and 5 mL of formalin (37% ) was added. The mixture was heated at reflux for 4 
hours, then cooled and neutralized with 2N NajCO v The mixture was extracted with 
dichloromethane. The solution was dried (MgSO,), and the solvent was removed to give 
the title compound (0.94 g). MS (M+H) 462 (1 Br); IR (cm-1) 3520, 1640. 1610, 1580, 
1375. 

Examples 285-286 
Following the procedures of Example 157, except substituting the 
appropriate reagents for the R 5 and R 4 reagents of Example 157 as indicated 
in the Table below, compounds of Examples 285-286 were prepared. For 
Example 286, treatment with aqueous HC1 was omitted, and the free base 
was obtained. 



Examples 285-286 



Ex. 


Name 


R J Reagent (for 


R' Reagent (for 


Analytical Data 


No. 




5-posiiion 


7-position) 




285 


4-amino-5-(3- 


l,l-dicyano-(3- 


l-(N-acetyl-5- 


mp (hydrochloride 




bromophenyl)-7-(N- 


(3- 


indolinyl)- 


saIt)>270°C. IR 




acetyl-5- 


bromophenyl)pr 


ethanone 


(cm 1 ) 3445, 3100- 




indolinyl)pyrido[2,3- 


opene 




2500, 1640, 1605, 




d]pyrimidine 






1445, 1395, 1325. 
LRMS [M+H]* m/z 
460, 462. 
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286 


4-amino-5- 


l,l-dicyano-3- 


l-(6-chloro-3- 


mp 240-242 °C. IR 




cyclohexyI-7-(6- 


cyclohexylctheo 


pyridyl)- 


(cm- 1) 3528, 3300, 




chloro-3- 


e 


ethanone 


3086, 2936, 2853, 




pyridyI)pyrido[2.3- 






1645. 1590, 1575, 




djpyrimidine 






1565J350. LRMS 
[M+H]+m/z340. 



Examples 287-300 v 
Following the procedures of Example 157, except substituting the appropriate R 5 
and R 4 reagents as indicated in the Tabic below and replacing the formamide or 
formamidine acetate treatment with treatment with triethyl orthoformate at reflux in the 
presence of a catalytic amount of ammonium sulfate, followed by cooling to 25 °C and 
addition of excess ammonia in ethanol. compounds of Examples 287-300 were prepared. . 
After 24 hours, the precipitated amidine compound was filtered and washed with hexanes, 
then dried under vacuum. The amidine compound was then heated in 1 ,2-dichloroethane 
at reflux for 1-8 hours. The reaction mixture was cooled to room temperature and purified 
by chromatography, and the product was recrystallizcd if necessary. The treatment with 
aqueous HC1 was omitted in some cases, and the free bases were obtained. 



Examples 287-3QQ 



Ex. 


Name 


R J Reagent (for 


R" Reagent (for 


Analytical Data 


No. 




5-position 


7-position) 




287 


4-amino-5-(I-(2- 


l,l-dicyano-2- 


l-(6- 


IR (cm-1) 2600- 




bromophenyl)ethylV 


methyl-(3-(2- 


dimethylamino- 


3500, 1650, 1602, 




7-(6-dimethyIamino- 


bromophenyl)pr 


3-pyridyl)- 


1596, 1520 cm-1. 




3-pyridyl)pyrido[2,3- 


opene 


ethanone 


LRMS [M+H]+ 




d]pyrimidine 






m/z 449,45 1. 
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5 





288 


4-amino-5-(l-(2- 


l.l-dicyano-2- 


l-(6- 


mp 






bromophcny I )ethy I )- 


methyI-(3-(2- 


morpholinyl-3- 


(dihydrochloride 






7-(6-morpholinyl-3- 


bromophenyl)pr 


pyridyl)- 


salt) 213-216 °C 


10 




pyridyl)pyrido[2.3- 
d]pyrimidine 


opene 


ethanone 


IR (crn-1) 2400- 
3500. 1660. 1600. 
LRMS [M+HJ+ m/z 


15 










49 life 493. 




289 


4-amino-5-(l>(2- 


l.l-dtcyano-2- 


I-(6-(N-meihyl- 


mp 252-253°C. IR 






bromophenyl )ethy I )- 


melhyl-(3-(2- 


N- 


(cm- 1 ) 3515, 3310. 






7-(6-(N-methyl-N- 


bromophenyi)pr 


formy])amino)- 


320O-28O0 ti l 1675, 


20 




formyl)aminoV3- 

phenyl)pyrido[2.3- 

d]pyrimidine 


opene 


3-pyridyl> 
cthanone 


1585. 1560. 1545. 
1340. LRMS 
[M+Hr m/z 462. 


25 










464. 




290 


4-amino-5- 


U-dicyano-3- 


l-(6- 


mp 






cyciohexyl-7-(6- 


cyclohexylethen 


morpholinyl-3- 


(dihydrochloride 






morphoiinyl-3- 


e 


pyridyl)- 


salt) 208-2 10. IR 


30 




pyridyl)pyrido[2.3- 
djpyrimidine 




ethanone 


(cm-l) 3490. 3300. 
3050-3250, 1620. 
1580. 1550, 1490. 


35 










LRMS [M+H]+ m/z 










391. 



40 



45 



50 

-187- 
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991 




I , l -dicyano-(3- 


1 /A 


mp 




uiuiiiupiiLiiy i iiiiLiiiy i j 


\~ 


morpholinyI-3- 


(dihydrochloride 




- /-^u-rnorpnoiinj i- J- 


bromophenyI)pr 


pyridyl)- 


Salt ) 2U1-2U4 L. 




pyridyl )pyrido[2,3- 


opene 


ethanone 


IR (cm-l) 3601, 




djpynmidinc 






3500, 3j10, 2960. 










2850, 1585, 1561, 










1502, 1345 










I RMS TM+Hl- m/7 










477, 479; ; 


292 


4-amino-5-(4- 


I ,l-dicyano-3- 


l-(6- ' 


mp 




tetrah yd ro py rany I )-7- 


(4- 


morpholinyl-3- 


(dihydrochloride 




(6-morphoIinyl-3- 


tetrahyd ropy ran 


pyridyl)- 


salt) 213-216 °C. 




pyndyl)pyndo[2 ; j- 


yt)ethene 


ethanone 


IR (cm-l) 3310, 




d]pyrimidine 






3060, 2955, 1587, 










1559, 1506, 1350. 










LRMS [M+HJ+ m/z 










393. 


293 


4-amino-5- 


l,l-dicyano-3- 


l-(6- 


mp 




cyc!ohexyl-7-(6- 


cyclohexylethen 


dimethylamino- 


(dihydrochloride 




dimethylamino-3- 


e 


3-pyridyl)- 


salt) 272-274 °C. 




pyridyl)pyrido[2,3- 




ethanone 


IR (cm-l) 3532, 




d]pyrimidine 






3294, 3100. 2930, 










2853, 1606, 1586, 










1560, 1522, 1387. 










LRMS [M+H]+ m/'z 










349. 
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294 


4-amino-5-(l- 


l.l-dicyano-3- 


l-(6- 


mp (free base): 




ethylpropyl)-7-(6- 


ethylpentene 


dimethylamino- 


223.5-225 C C. IR 




dimeihylamino-3- 




3-pyridyl)- 


(cm-1) 3480. 3000- 




pyridyl)pyrido[2.3- 




ethanone 


3470. 2800-3000. 




d]pyrimidine 






1630. 1610. 1580. 










1565. 1520. LRMS 










[M+H]+m/z337. 


295 


4-amino-5- 


l,l-dicyano-3- 


l-(6- 


IR (cm") 3495. 




cyclopentyl-7-(6- 


cyclopentylethen 


morpholinyI-3- 


3320. 3080, 2950. 




morpholinyl-3- 


e 


pyridyl)- 


1645. 1600^1500, 




pyridyl)pyrido[2.3- 




cthanone 


1400. 1350. 1240. 




d]pyrimidine 






LRMS [M+HJ" m/z 










377. 


296 


4-amino-5- 


l,l-dicyano-3- 


l-(2-chloro-3- 


IR (cm 1 ) 3305. 




cyclohexyl-7-(2- 


cyclohexylethen 


pyridyl)- 


3155, 2930, 2855, 




chloro-3- 


e 


ethanone 


1590, 1610, 1590, 




pyridy))pyrido[2,3- 






1545, 1345. LRMS 




d]pyrimidine 






[M+H]* m/z 340. 










342. 


297 


4-amino-5-(3,5- 


l,l-dicyaru>3~ 


l-(6- 


IR (cm 1 ) 3310, 




dimethylcyclohexyl)- 


(3,5- 


dimethyiamino- 


3100. 2950, 1605, 




7-(6-dimethyIamino- 


dimethylcyclohe 


3-pyridyl)- 


1590. 1555, 1390, 




3-pyridyl)pyrido[2,3- 


xyl)ethene 


elhanone 


1350. LRMS 




d]pyrimidine 






[M+Hf m/z 377. 
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298 


4-amino-5-((N- 


1 1 -dicvann-f 1- 

iji j O.HXJ y J 


1-C6- 
i \p 


1 fx \Vll|— 1 J JJJO, 




(benzyloxycarbonyl)- 


(4- 


morpholinyl-3- 


3311, 3032, 2925, 




4-piperidinyl)methyl)- 


(benzyloxycarbo 


pyridyl)- 


2852, 1696, 1585, 




7-(6-morpholinyj-3« 


nyi)pipcridin-l- 


ethanone 


1560. LRMS 




pyridy])pyrido[2,3- 


yl)propene 




TM+HH m/7 540 




djpyrimidine 










^ cli IIJ I l\J J 


1,1 -dicyano-3- 


1 -(6-bromo-3- 


tu.p. ZDU-ZJi IK 




cyclohexyl-7-(6- 


cyclohexylethen 


pyridyl)- 


(cm-1) 3530, 3298, 




bromo-3- 


e 


ethanone 


3093, 3932, 2856, 




pyridyl)pyrido[2,3- 






1645, ; 1583, 1569, 




djpyrimidine 






1543, 1461, 1346. 
LRMS [M+H]+ 
384,386. 


300 


4-amino-5- 


l,l-dicyano-3- 


l-(3- 


m. p. 223-224 °C. 




cyclohexyl-7-(3- 


cyclohexylethen 


cyanophenyl)- 


IR (cm- 1)3528, 




cyanophenyl)pyrido[2 


e 


ethanone 


3298, 3075, 2937, 




,3-d]pyrimidine 






2235, 1645, 1586, 
1548, 1567, 1463. 
LRMS [M+H]+ 
332. 



* The 1 . 1 -dicyano-3-cycJohexylethenc was prepared according to the method 
of Moison, et al. (Tetrahedron (1987), 43:537-542) by treating cyclohexane 
carboxaldehyde with malononitrile in the presence of finely powdered magnesium 
oxide in dichloromethane. 



The reagents for the following examples were prepared by this method 
substituting the compound shown below for the cyclohexane carboxaldehyde used 
to prepare the reagent of Example 290. 

Example 292, letrahydropyran-4-carboxaldehyde; 

Example 294, 2-ethylbutanaldehyde; 
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Example 295, cyclopemane carboxaldehyde: 
Example 297, 3.5-dimethylcyclohexane carboxaldehyde: 
Example 298, N-(phenylmethoxyicarbony)piperidine-4-carboxaldehyde 
(this material was prepared from N-(carbobenzyloxy)-4-(2-hydroxyethyI)piperidine 
(Brehm et al., Helv.Chim.Acta, 70; (1987), 1981-1987 by treatment with TEMPO 
(2.2,6,6-tetramethylpiperidinyloxy radical) and potassium bromide in 
dichloromelhane at 0 °C to which was added commercial bleach (Clorox) 
containing sodium bicarbonate). 

V 

Examples 301-305 ' ; 

Following the procedures of Example 246, except in step (c) substituting the 
appropriate reagents for methylamine as indicated in the Table below to prepare the 
correct R 4 reagent, and substituting the R 5 reagent shown below for the R 3 reagent of 
Example 246 step d, the compounds of Examples 301-305 were prepared. For Example 
302 only, the condensation solvent was DMSO instead of cthanol and dimethoxyethane. 



Examples 301-305 



Ex. 


Name 


R* reagent 


reagent of step c 


Analytical Data 


No. 










301 


4-amino-5-(l-(2- 


l,l-dicyano-(3- 


dimethylamine 


mp 




bromophenyi)ethyI)-7-(6- 


(2- 




(dihydrochloride 




dimethylamino-3- 


bromophenyl)pr 




salt)>220°C. 




pyrida2inyl)pyrido[2,3- 


opene 




IR (cm* 1 ) 3500- 




d]pyrimidine 






2400. 1640, 
1610, 1580, 
1370. LRMS 
[M+Hf m/z 
450, 452. 
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302 


4-amino-5-(3- 


1 1 *-dicyano-(3- 


imidazole 


mp 




bromopneny 1)- /-(o- 


bromostyrene 


sodium salt 


( tctrahyd roc hlori 




imidazolyl-3- 






de salt ) >.£.4U L,. 




pyridazinyl)pyrido[2,3- 






IK (cm ) 3600- 




d]pyrimidine 






2400, 1640. 










1610, 1590, 










1560, 1415, 










1370. LRMS 










[M+H]" ifc/z 










445, 447. 




t-diiiirio - J~\ J- 


1 , 1 -UlCVuIlO*^ J" 


azacycloheptanc 


mp 




bromophenyl)-7-(6- 


bromostyrcne 




(dihydrochloride 




(azacycloheptanyl)-3- 






salt)>l90°C. 




pyridazinyl)pyrido[2,3- 






IR (cm 1 ) 3435, 




djpyrimidinc 






3100-2400, 










1635, 1610, 










1590; 1550, 










1440, 1370. 










LRMS [M+H]* 










/ Alt' Aid 

m/z 476, 478. 


304 


4-amino-5-(3- 


l'.r-dicyano-(3- 


N-methyl-N-(l- 


mp 




bromophenyl)-7-(6-(N- 


bromostyrene 


methylethyl))am 


(dihydrochloride 




methyl-N-(l- 




ine 


satt)>210°C 




methylethyl))amino)-3- 






IR (cm 1 ) 3435, 




pyridazinyl)pyrido[2,3- 






3100-2400. 




d]pyrimidirte 






1635, 1610, 










1590, 1550, 










1410. 1370. 










LRMS [M+H]* 










m/z 450, 452. 
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305 


4-amino-5-(l-(2- 


l.l-dicyano-(3- 


morpholine 


IR (cm-1) 3475, 




bromophenyl)ethyi)-7-(6- 


(2- 




3313. 3100, 




morpholinyl-3- 


bromophenyl)pr 




1650, 1620, 




pyridazinyl)pyrido[2.3- 


opene 




1580, 1555, 




d]pyrimidine 






LRMS [M+H]+ 










at 492, 494. 



Example 306 y 
4-amino-5-cvclohexvl-7-f6-(4-acetvlpiperra 

A mixture of 679 mg (2 mmol) of the compound from Example 298 and 1 .28 g ( 1 0 
mmol) of N-acetylpiperazine in 5 mL of DMSO was heated at 1 10 °C for 5 hours. On 
cooling a precipitate was deposited, which was collected and washed with 20% methanol 
and dried to give 647 mg of the product as orange flakes: IR (cm-1) 3522, 3306, 31 10, 
2925.2854, 1670, 1650, 1586, 1506. LRMS [M+H]+ m/z 432. 

Examples 307-322 
Follwing the procedure of Example 306, except substituting the reagent 
shown in the table below for the N-acetylpiperazine of Example 306, the 
compounds shown in the table were prepared. The compounds were purified by 
HPLC chromatography. 



Ex. 


Name 


reagent 


Analytical Data 


No. 
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5 





307 


4-amino-5- 


1 -acetyl- 1 ,4- 


m.p. 169-171 °C, IR 






cyclohexyl-7-(6-(4- 


diazacycloheptane 


(cm-1) 3535. 3309, 


10 




acetyl-1,4- 

diazacycloheptanyl) 

-3- 

pyridyl)pyrido[2.3- 




3096. 2930. 2854, 
1638, 1605. 1587, 
1558, 1513. LRMS 
[M+H]+ 446. 


15 




djpyrimidine 








308 


4-amino-5- 
cyctohexyl-7-(6-(4- 


1-methvl-l 4- 
diazacycloheptane 


I RMS TM+Hr 419 


20 




methyl-1,4- 








fliaTnrvrlohentanvn 

-3- 

pyridyl)pyrido[2,3- 














25 




d]pyrimidine 








309 


4-amino-S- 

cyclohexyl-7-(6-(N- 


pyridyl)ethyl)amine 


l R VIS TM+Hr 44! 






methyI-N-(2-(2- 








pyridyl)ethyl)amino 
)-3- 

pyridyl)pyrido[2,3- 






35 




djpyrimidine 








3101 


4-amino-5- 
cyclohexyl-7-(6-2- 


N,N-dimethyl, N'- 
methyl-1,2- 


LRMS [M-j-HJ* 421. 


40 




(N-(N\K- 


ethylenediamine 






dimethylaminoethyl 

)-N-methylamino)- 

3- 






45 




pyridyl)pyrido[2,3- 
djpyrimidine 







50 

-194- 



55 
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5 





3ll 


4-amino-5- 
cyclohexyl-7-(6- 


azetidinc 


LRMS [M+H]' 361. 


10 




azetidinyl-3- 








pyridyOpvrido[2,3- 
d]pyrimidine 








312 


4-amino-5- 


N-mcthyl-N-(3- 


LRMS [M+H]- 447. 






cvclohexvl-7-/fi-M- 

(N- 

methyIacetamido)py 


de 




20 




rrolidinyl)pyridyl)p 

yrido[2,3- 

djpyrimidine 








313 


4-amino-5- 


pyrrolidine^- 


LRMS [M+H]' 419. 


25 




cyclohexyl-7-(6-(3- 
(formamido)pyn'oli 
dinyl)pyridyl)pyrido 


formamide 




30 




[2,3-d]pyrimidine 






314 


t- allium- J - 

cyclohexyl-7-(4- 
oxo- 1 -phenyl- 1.3.8- 


i -pnenyi- 1 jo- 

triazaspiro[4.5]deca 

n-4-one 


LKivla |M+HJ D Jo. 


35 




triazaspiro[4.5[deca 

n-8-yl)pyrido[2,3- 

djpyrimidine 






40 


3I5 


4-amino-5- 


2- 


LRMS [M+HJ' 420. 




cyclohexyl-7-(6-(2- 
(methoxymethyl)py 
rrolidin-l- 


(methoxymethyl)py 
rroiidine 




45 




yl)pyridy!)pyrido[2, 
3-d]pyrimidine 







50 

-195- 



55 
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316 


4-amino-5- 
cyclohexyl-7-(6-(N- 


N- 

(mcthoxyethyl)prop 


LRMS [M+H]*421. 


10 




methoxvethyl-N- 
propylamino)pyridy 
l)pyrido[2,3- 
d]pyrimidine 


ylamine 




15 


317 


4-amino-5- 
cyclohexyl-7-(N- 

m*»thvl !\J O 7 

lueinyi-iN-^z,^- 


2-(mcthyl amino)- 
dimethylacetaldehy 

UC 


LRMS [M+H]' 429. 


20 




dimethoxyethyl)ami 

no)pyrido[2,3- 

djpyrimidine 








318 


4 -ami no- 5- 


N-(4-piperidyl)- 


LRMS [M+Hf 433. 


25 




cyclohexyl-7-(6-(4- 
( dimethvlamino^nin 

eridinyl)pyridyl)pyr 


dimethyl amine 




30 




ido[2,3- 








djpyrimidine 








319 


4-amino-5- 
cyclohexyl-7-(6-(4- 


piperidine-4- 
formamide 


LRMS [M+H]* 433. 


35 




(aminocarbonyl))pi 

peridinyl)pyridyl)py 

rido[2J- 






40 




djpyrimidine 







45 



50 

-196- 



55 
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320 


4-amino-5- 

cyclohexyl-7-(N- 

methyl-N-(3- 

(diethylamino)prop 

yi jarninopyna-j- 

yl)pyrido(2,3- 

d]pyrimidine 


N', N'-dieihyl-N'- 
mcthyl-lJ- 
propanediamine 


LRiMS [M+H]* 449. 


321 


4-amino-5- 

cyclohexyl-7-(6-(N- 

methyI-N-<4- 

pyridyl)ethylamino) 

pyrid-3- 

yl)pyrido[2,3- 

d]pyrimidine 


N-methyl-(4- 
pyridyl)ethylamine 


LRMS [M+Hy 441. 


322 


4-amino-5- 

cyclohexyI-7-(6-(N- 

methyl-N-(3- 

pyridylmethyl)amin 

o)pyrid-3- 

yl)pyrido[2,3- 

djpyrimidine 


iN-methyl-(3- 

pyridyl)methylamin 

e 


LRiMS [M+H]* 427. 



Example 323 

4-amino-5H'l-f2-bromophenvlkthvn-7-n'metlivl>54ndolvl)pvridor2.3-dlnvrirnidine 
The procedures of Example 157 were followed, except substituting r,r-dicyano-3- 
bromostyrene for the R 3 reagent and I-(I-methyI-5-indolyl)-ethanone for the R 4 reagent . 
After 24 hours, the precipitated amidine compound was filtered and washed with hexancs. 
then dried under vacuum. The amidine compound was then heated in 1.2-dichloroethanc 
at reflux for 1-8 hours. The reaction mixture was cooled to room temperature and purified 
by chromatography, and the product was recrystallized if necessary. The treatment with 
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aqueous HC1 was omitted, and the free bases was obtained. IR (KBr) cm' 1 3500, 1578, 
1500: MSm/z 431 (M-H)*. 

Example 324 

4-amino-5-n-(2-bromoi>henvl)ethvlV7-n-methvl-2.3-dioxo-5-indolvnpvridor2.3- 

dlpvrimidine 

The title compound was prepared from the compound of Example 323 by 
oxidation with Cr03 in sulfuric acid. IR (microscope) 3471, 1765, 1500 cm* 1 ; MS m/z 
461(M+Hr. 

Examples 325-326 

Following the procedures of Example 1 57, except substituting the appropriate R 1 
and R 4 reagents as indicated in the Table below, compounds of Examples 325-326 were 
prepared. After 24 hours, the precipitated amidine compound was filtered and washed 
with hexanes, then dried under vacuum. The amidine compound was then heated in 1,2- 
dichloroethane at reflux for 1-8 hours. The reaction mixture was cooled to room 
temperature and purified by chromatography, and the product was recrystallized if 
necessary. The treatment with aqueous HC1 was omitted in some cases, and the free 
bases were obtained. 



Examples 325-326 



Ex. 


Name 


R J Reagent (for 


R 4 Reagent (for 


Analytical Data 


No. 




5-position 


7-position) 




325 


4-amino-5-(3- 


l' : r-dicyano-3- 


i-(3-fluoro-4-(l- 


IR (microscope) 




bromo phenyl)- 7-(3 - 


bromostyrene 


morpholinyOphe 


3443 s 3044, 1639, 




fluoro-4-(l- 




nyl)-ethanone 


1606 ? 1584, 1520, 




morpholinyl)phenyl)p 






1362, 1245 cm*'; 




yrido[2,3- 






MS m/z 480 




d]pyrimidine 






(M+H)\ 
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326 


4-amino-5-(3- 


l'J'-dicyano-3- 


l-(4-hydroxy-3- 


IR(KBr)3461. 




bromophenyl)-7-(4- 


bromostyrene 


nitrophenyl)- 


1623. 1579, 1548, 




hydroxy-3- 




ethanonc 


1523, 1353 cm '; 




nitrophcnyl)pyrido[2, 






MSm/z438 




3-d]pyrimidinc 






(M+H)\ 



Example 327 

Following the procedures of Example 244 Step c, except in step c substituting the 
compound resulting from the reaction of 2-acetyl-5-chloropyridine in refluxing ethanol 
with the precursor reagent compound (4-pipcridinone ethylene ketal) shown below for the 
R 4 reagent of Example 244 Step c. and substituting dichloroethane as the solvent in place 
of the ethanol solvent in Example 244 step c. the compound shown in the table below was 
prepared. 



Ex. 


Name 


precursor 


Analytical Data 


No. 




reagent 




327 


4-amino-5-(3- 


4-piperidinone 


1R (microscope) 




bromopheny 1 )-7-(6-(4,4- 


ethylene ketal 


3091, 1602, 




ethylenedioxypiperidinyl) 




1580. 1558, 




-3-pyridyl)pyrido[2,3- 




1512, 1353, 




d]pyrimidine 




1236, 1103 cm" 1 ; 
MS m/z5l9 



Example 328 

4-amino-5-n-bromophenvl)-7-(6-(4-oxoDiperidinvlV3-nvridvl)DvridoF2.3-d1pvrimidine 
Treating the compound of Example 327 with dilute HCL the title compound was 
prepared. IR (microscope) 3438. 3051, 1645, 1605. 1558 ; 1450. 1371. 1240 cm ': MS m/z 
475 (M+H)-. 
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Examples 329-331 

Following the procedures of Example 327, except in step c substituting the 
precursor reagent compound shown below for the R 4 reagent of Example 244 Step c, and 
substituting dichloroethane as the solvent in place of the ethanol solvent in Example 244 
step c, the compounds shown in the table below were prepared. 



Examples 329-331 



Ex. 


Name 


precursor 


Analytical Data 


No. 




reagent 




329 


4- ami no- 5 -(3- 


piperazine 


IR(KBr)3489, 




bromophenyI)-7-(6-(4- 




1674, 1602, 




formylpiperazinyl)-3- 




1581, 1559, 




pyridyl)pyrido[2,3- 




1503, 1233 5 




d]pyrimidine 




1004 cm 1 ; MS 








m/z 491 








(M+H) + . 


330 


4-amino-5-(3- 




IR (microscope) 




bromophenyl)-7-(6-(4- 


methylpiperazin 


3438,3051, 




methylpiperazinyl)-3- 


e 


1540 cm* 1 ; MS 




pyridyl)pyrido[2,3- 




m/z 477 




d]pyrimidine 




(M+H)\ 


331 


4-amino-5-(3- 


thiomorpholine 


IR (KBr) 3486, 




bromophenyl)-7-(6- 




1602. 1581, 




thiomorpholinyl-3- 




1560,1502, 




pyridyl)pyrido[2J- 




1228 cm-'; MS 




d]pyrimidin 




m/z 479 








(M+H)\ 
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Example 332 

4-amino-5-ri-hromQphenvlV7-(6-(4,4-dioxothtomjpipholinvlV3-pyridvnpvridof2J- 

dlpyrimidine 

The compound of Example 33 1 was treated with 4-chloroperbenzoic acid in 
methanol and dichloromethane to give the title compound. IR (microscope) 3471. 1601 , 
158K 1562, 1510, 1353, 1316, 1285, 1 1 22 cm* 1 ; MS m/z 511(M+H)-. 

Example 333 

4-amino-5-(2-bromophenvlV746-moroholinvlO-pvridvhpyridor2J-dlnvTimidme 

Step 333a. V J '-dicvano-2-bromostyrene 

The title compound was prepared by condensation of 2-bromobenzaldehyde with 
malononitrile and MgO in dichloromethane by the standard procedure of Brockhuis et al. 
(Reel. J. R. Neth. Chem. Soc, 99: 6-12 (1980)). 

Step 333b. 5 -acetyl -2-morpholinvlpvridine 

The title compound was prepared by the reaction of 5-acetyl-2-chloropyridine with 
morpholine in refluxing ethanol. 

Step 333c. 4-(2-bromonhenvlV3-cvano-6-morpholinvlpyridine-2-amine 

The title compound was prepared by condensation of l\r-dicyano-2-bromostyrene 
with 5-acetyl-2-morpholinylpyridine and ammonium acetate in dichloroe thane at reflux. 
After the reaction was complete (TLC). the mixture was cooled, and the solvent was 
removed. The residue was triturated with methanol to give the product. 

Step 333d. 4-amino-5-(2-hromophenvl)-7-(6-morpholinvl-3-pvndvl > lpvridor2.3- 
dlpvrimidine 

A sample of 4-(2-bromophenyl)-3-cyano-6-morpholinylpyridine-2-amine was 
heated at 180-190 °C in formamide. The reaction was monitored by TLC. and when the 
reaction was complete the mixture was cooled to room temperature. The product was 
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allowed 10 precipitate, then recovered by filtration and washed with water. Additional 
product was extracted from the filtrate. The product was purified by column 
chromatography cluting with 10% McOH/CH 2 CI 2 . I R (microscope) 3493. 1547, 1109cm* 
'iMSm/z 464 (M+H)\ 

Examples 334-336 
Following the procedures of Example 333, except in Step a substituting the 
precursor aldehyde reagent shown below for the 2-bromobenzaldehydc of Example 333 
Step a, and carrying the product forward as in procedures 333 Stepbs b-d, the compounds 
shown in the table below were prepared. 



Examples 334-336 



Ex. 


Name 


precursor 


Analytical Data 


No. 




aldehyde 








reagent 




334 


4-amino-5-(3-bromo-4- 


3-bromo-4- 


IR (microscope) 




methoxy phenyl)- 7-(6- 


methoxybenzaldehyde 


3486, 1600, 




morpholinyl-3- 




1575, 1562, 




pyridyl)pyrido[2.3- 




1500, 1260, 




djpyrimidine 




1237 cnY'; MS 








tn/z 493 








(M+H)~. 


335 


4-amino-5-(4- 


4-bromobenzaldehyde 


IR (microscope) 




bromophcnyl)-7-(6- 




3497.1532, 




morpholinyl-3- 




1098cm' 1 ; MS 




pyridyl)pyrido[2,3- 




m/z 464 




d]pyrimidine 




(M+H)~. 
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336 


4-amino-5-(3- 


3 -ch lorobenzal dchydc 


IR (microscope) 




chlorophenyl)-7-(6- 




3484, 1500, 




morpholinyl-3- 




1034cm" 1 ; MS 




pyridyl)pyrido[2,3- 




(FAB) m/z 587 




djpyrimidine 




(M+H)\ 



Example 337 

4-amino-5-('3-bromophenvl)-7-('5-chloro-6-morpholinvl-3-Dvridvnnvridof2.3- 
dbvrimidine .; 

Following the procedures of Example 333, except in Step a substituting 3< 
bromobenzaldehyde for the 2-bromobenzaldehyd, in Step b substituting 5-acetyI-2,3- 
dichloropyridine for the 5-acetyl-2-chloropyridine to give 5-acetyi-3-chloro-2- 
morpholinylpyridine, and substituting 5-acetyl-3-chloro-2-morpholinylpyridine for the 5- 
acetyl-2-morphoIinylpyridine in step c, then the carrying the product forward as in 
Example 333 Step d, the title compound was prepared IR (microscope) 3493, 1 635, 1 585, 
1555, 1492, 1340, 1241, 1 113 cnY';MS m/z 497 (M+H)*. 

Example 338 

4>amino-5-f3-bromophenvlV7-(6-rN-oxidomorDholinvlV3-p\TidvI)pvrido[2.3- 
dbvrimidine 

The title compound was prepared by treating the compound of Example 134 with 
hydrogen peroxide in acetic acid according to standard procedures. IR (microscope) 3486, 
1579, 1552, 1353, 1121, 1020 cm* 1 ; MS m/z 479(M-f-H)*- 
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Example 339 
4-aminoo-(3-bromophenvl)-7-(6-(?vf-(2^^ 

dlnvrimidinc 

Step 339a. 1 1 '-dicvano-3-bromostvrene 

The title compound was prepared by condensation of 3-bromobenzaldehyde with 
malononitrile and MgO in dichloromethane by the standard procedure of Broekhuis et aJ. 
(Reel. J. R. Neth. Chem. Soc, 99: 6-12 (1980)). 

Step 339b. 5-acctyl-2-(N-r2-ethoxvethvnamino)pvridine - 

The title compound was prepared by the reaction of 5-acetyI-2-chloropyridine with 
2-ethbxyethylamine in rcfluxing ethanol. 

Step 339c. 4-(3-bromophenvlV3-cvano-6-rN-(2-ethoxvethvnamino > )pvridine-2-amine 

The title compound was prepared by condensation of 1 1 '-dicyano-2-bromostyrene 
with 5-acetyl-2-morpholinylpyridine and ammonium acetate in dichloroethane at reflux. 
After the reaction was complete (TLC), the mixture was cooled, and the solvent was 
removed. The residue was triturated with methanol to give the product. 

Step 339d. 4-aminu-5-(2-bromoohenvl)-7-(6-rN-a-ethoxvethvnamino)-3- 
pvridvnpvridor2.3-d]pvrimidine 

A sample of the compound from Step 239d was treated according to the procedure 
ofExample 233d to give the title compound. IR (microscope) 3301, 1610, 1579, 1543, 
1346, 1304, 1120crn ! ;MS m/z 481 (M+H) + . 
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Example 340 

4-aminc^5>(3-bromonhenvlV7-r6-rN-f2-hvdroxveihoxvethvlVN-formvlarninoV3- 
pvridYnpvridor2.3-dlpvrimidine 
This compound was isolated by chromatography as a product of the reaction 
described in Example 239 Step d. IR (microscope) 3306, 1679. 1596, 1577, 1548, 1493, 
1352, 1125 cm 1 ; MS m/z 509 (M+H)\ 



Example 341 

4-amino-5-0-bromophenvn-7-(6-(N-(2-hvdroxvethoxvethvlV3-pvridvl-N> : 
oxide)pvri do \2 .3-d 1 pyri m id i ne ' * ? 

The title compound was prepared by treating the compound of Example 341 with 
hydrogen peroxide in acetic acid according to standard procedures. IR (microscope) 3296, 
1628, 1560, 1411, 1353 cm- , ;MSm/2 497 (M+H)\ 



Example 342 

4-amino-5-(3-bromophenvlV7-(6-f4-hvdroxvpiperdinvn-3-nvridvhnvridor2.3> 
dlpvrimidine 

The title compound was prepared from the compound of Example 328 by 
reduction with (Lithium Aluminum Hydride, and subsequent workup acccording to 
standard procedures). IR (microscope) 3349, 1510, 1 1 16 cm' 1 ; MS m/z 478 (M+H)~. 



Example 343 

N(5-f4-amino-5>(3-bromophenvnpYridor2J-dlpvrimidin-7-vn'2-pvridvlVpipendine-4- 
phosphate, disodium salt 
The title compound was prepared from the compound of Example 342 by 
treatment with POCl v and subsequent workup acccording to standard procedures. IR 
(microscope) 3498, 1500, 1444 cm '; MS m/z 556 (M+H)\ 
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Example 344 

4-amino-5-n-hrnmonhenvlV7^6-(2-hvdroxv)morphQlinvl)-j-pvridvnpvricior2.3- 

dlpyrimidine 

The title compound was prepared from the compound of Example 339 by 
oxidation of the free hydroxy group to an aldehyde with TEMPO reagent. During workup 
of the mixture, the compound self-condensed to give the title compound. 
MSm/z 492(M+CH 3 OH-H 2 0)\ 

Example 345 

4-amino-5-{ , 3'bromophenvlV7-(4-methvlenvlpiperidinvl)-3-DVTidvnpvridof2y3- 

dlpvrimidine 

The title compound was prepared from the compound of Example 328 by 
treatment with methyl triphenylphosphine bromide at -78 °C in DMSO. After quenching 
and warming the mixture to room temperature, the title compound was extracted, then 
purified by chromatography. IR (microscope) 305 5, 1602, 1559, 1508, 1440, 1344, II 74 
cm 'iMSm/z 473 (M+H)\ 

Example 346 

4-amino-5-( , 3-bromophenvlV7-( r 4-hvdroxv-4-(hvdroxvmethvl)piperidinvlV3' 
pvridvpDvridor2,3-d]pvrimidine 

The title compound was prepared from the compound of Example 345 by 
treatment with Os0 4 in DMSO at room temperature. After quenching, the title compound 
was extracted, then purified by chromatography. IR (microscope) 3304. 1603, 1580, 
1557, 1509, 1352, 1241 cm^MSm/z 507 (M+H)\ 

Example 347 

4-amino-5-fcvclohexvIV7-(6-(4.4-ethvlenedioxvpipendinvlV3-pvridvl)pyridor2.3- 

dlpvrimidine 

Step 347a. 1 . 1 -dicvano-3-cvclohex vlethene 
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The l.l-dicyano-3-cyclohcxylcthene was prepared according to the method of 
Moison. et al. (Tetrahedron ( 1 987), 43:537-542) by treating cyciohcxane carboxaldehyde 
with malononitrilc in the presence of finely powdered magnesium oxide in 
dichloromethane. 

Step 347b. 2-acetvl-5-(4 > 4-ethvlenedioxvpiperidinvl)pvridine 

A sample of 2-acetyl-5-chloropyridine was treated in refluxing ethanol with 4- 
piperidinone ethylene ketal to give the title compound. 

Step 347c. 4>amino-5-cvclohexvl-7-(6-(4,4-ethvlenediox vpiperidinvlV3- 
nvridvnpvridof2.3-d1pvrimidine 

Following the procedures of example 339 Step c, except substituting the 
compounds from Step 347a and 347b for the compounds of Steps 339a and 339b, and 
carrying the product forward according to the procedure of example 339 Step d, the title 
compound was prepared. IR (microscope) 2929, 1604, 1585, 1557, 1514, I426 r 1344, 
1238, 1106 cm* 1 ; MS m/z 447 (M+H)\ 

Example 348 

4-aminoo-cvclohexvl-7-(6-(4-oxo-pineridinvlV3-pvridvl)nvrido|2.3-d]pvrimidine 
The title compound was prepared from the compound of Example 347 by 
treatment with dilute HC1 in ethanol. The title compound was purified by 
chromatography. IR (microscope) 2928, 1715, 1603, 1585, 1559, 1507, 1344, 1226 cm 0 ; 
MS m/z 403 (M+H)\ 

Example 349 

4-amino-5'CvclohexvN7-(6-(4-methvlcnvlpiperidinvl)-3*pvridvnpvridof2.3-dlpvrimidine 

The title compound was prepared from the compound of Example 348 by 
treatment with methyl triphenylphosphine bromide at -78 °C in DMSO. After quenching 
and warming the mixture to room temperature, the title compound was extracted, then 
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purified by chromatography. IR (microscope) 2929, 1604, 1584. 1557. 1506, 1342. 1239 
cm'';MSm/z 401 (M+H)\ 

Example 350 

4-N-fiminomethvnamino-5^vclohexvN7-(6-dimethvlaminoo-Dvridvnpvridor2.3- 

dlpyrimidine 

This compound was isolated from the reaction mixture of Example 293 as a side 
product: IR (cm-1) 3289. 3089, 2930. 2841, 1674, 1606. 1559, 1531. LRMS [M+H]+ 
m/z 376. .;■ 

Example 351 

(S)-4-amino-S-(3-bromophenvl)-7-(6-(()-metiwI-2-hvdroxvmethv]pvrrolidinvn-3- 
Pvridiny[)pyridof2.3-d]pvrimidme 
Prepared as described for Examples 2-156; using (S)-l-(6-(0-methyi-2- 
pyrrolidinemethanol)-3-pyridinyl)ethanone as R, reagent (for position 7) and 3- 
bromobenzaldehyde for R 5 reagent (for 5-position). 
MS (ESl(+)) 489/491 (M+iT; "Br/^Br); 
IR(KBr pellet) 3484, 3203, 1603, 1581. 1556 cm 1 . 

Example 352 

(S)-4-aminoo-(3-bromophenvlV7-(6-(2-hvdroxv ethylpyrrolidinvI)-3- 
pvridinyl)pvridof2.3-dlpYrimidine 
Prepared as described for Examples 2-156; using (S)-l-(6-(2-pyrrolidinemethanol)- 
3-pyridinyl)ethanone as R 4 reagent (for position 7) and 3-bromobenzaldehyde for R 3 
reagent( for 5-position). 
MS (ESI(+)) 477/479 (M+H"; WBr); 

IR (KBr pellet) V(BM . 3487, 3303. 3208. 2949. 1605. 1577, 1558. 1510, 1415. 1351, 1244. 
1158, 828, 704 cm '. 

Example 353 
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4-amino-5-f2-brnmophenvn-7-f6-(4-hvdroxVDiperidtnvl)0-pvridinvl)nvndof2.3- 

dlpyrimidine 

Prepared as described for Examples 2-156. using l-(6-(4-hydroxypiperidine)-3- 
pyridinyl)ethanone as R 4 reagent (for position 7) and 2-bromobenzaldehyde for R 3 
reagent(for 5 -position). 
MS (ESI(+)) 477/479 (M+H*; 'WBr); 

IR (KBr pellet) v Mt 3485.3298,3198, 2938. 2848, 1600, 1574, 1557, 1351, 1225,1024, 
766 cm 1 . 

Example 354 - J 

4-amino-5-(4-fluorophcnvlV7-( f 6-(4.4-ethvlcnedioxvpiperidinvlV3-pvridinvnpvrid'or2.3- 

dlpyrimidine 

Prepared as described for Example 327: using 4-fluorobenzaldehyde instead of 3- 
bromobenzaidehyde as precursor reagent as described in example 244 Step C. 
MS (ESI(+)) 459 (M+H)*; 

IR (KBr pellet) v m „ 3487, 3299, 3066, 1959, 1604, 1577, 1559, 1510, 1355, 1235, 1107, 
943, 897, 792 cm 1 . 

Example 355 

4-amino-5-( r 2-bromophenvn-7-(6-(4-hvdroxvpipcridinvIV3-pvridazvnpvridor2.3- 

dlpyrimidine 

Prepared as described for Examples 301-305, using 4-hydroxypipcridinc as reagent 
for Step C (to prepare correct R 4 reagent). 
MS (ESI(+)) 478/480 (M+H"; 79 Br/ 3, Br); 

IR (KBr pellet) v ro „ 3487. 3312, 1576. 1549, 1486. 1353, 1081cm-'. 

Example 356 

4-amino-S-(3-bromonhenvl)-7-(6-(4.4-ethvlcncdioxvpiperidinvlV3-pvridazvl)pvridor2.3- 

dipvrimidine 

Prepared as described for Examples 301-305; using 4-piperidinone ethylene ketal 
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as reagent for Step C (to prepare correct R 4 reagent). 
MS (ESI(+)) 520/522 (M+H'; 79 Br*'Br); 

lR(KBr pellet) v BJ1 , 3476.3297. 1574. 1561, 1461, 1354, 1145. 1103 cm" 1 . 

Example 357 

4-amino-5-(3-bromophenvlV7^2-morpholinvlo-thiazQvl)nvridof2.3-dlpvnmidine 
A solution of the product from 357d (2.49 g, 5.30 mmoi) in o-dichlorobenzene (15 
mL) was heated to reflux overnight. The reaction mixture was cooled to room 
temperature, the solid collected by filtration and purified by silica gel chromatography 
(eiution with 3% methanol rdichloromethane) to provide 1.06 g (43%) of the desired title 
product as a yellow solid, mp: >280 °C; MS (DCI/NH-,) m/z 469/471 (M+H)~: IR : 
(microscope) 3481, 2046. 1506, 1491, 1 1 16 cm '. 

357a: 2-morohoIirtvlthiazole 

2-bromothiazole (12.63 g, 77.00 mmol) in morpholinc (30.0 mL) was sealed into a 
tube and heated to 1 00 °C for 3 days. The mixture was cooled, partitioned between water 
and dichloromethane, the layers separated and the organic phase dried (Na 2 SO,) and 
concentrated to afford 12.5 g (95%) of the desired compound as a brown oil. Material 
used directly in the next reaction. MS (DCI/NH 3 ) m/z 171 (M+H)'. 

357b: 5-acetvl-2-mornholinvlthiazole 

A solution of the product from Example 357a (7.20 g, 42.3 mmol) in 
tetrahydrofuran (80 mL) at -78 °C was treated with N-BuLi (2 M in hexanes, 23.5 mL). 
After 30 minutes, the reaction mixture was transferred via cannula to a solution of acetic 
anhydride (10 mL) in tetrahydrofuran (50 mL) at -60 °C and stirred for 1 hour. The slurry 
was then warmed to room temperature for an additional 30 minutes, quenched with 
saturated sodium bicarbonate and extracted with diethyl ether. The organic phase was 
dried (Na^C), concentrated and purified by silica gel chromatography (eiution with 50% 
dichloromethanc/ethyl acetate) to provide 3.70 g (41%) of the desired compound. MS 
(DCI/NH,)m/z2l3(M+Hr. 
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357c: 4-(3-BromophenvlV3-cvano-6-r2-morpholinethia7olo)pvri(Jine-2~amint: 

A slurry of the product from 357b (4.91 g, 23.1 mmol) and ammonium acetate 
(9.75 g. 127 mmol) in L2-dichloroethane ( 50 mL) was treated with 2-(3- 
bromobenzylidene)malononitrile (10.78 g, 46.3 mmol; J. Am. Chem. Soc. 1949, 71, 2949) 
and the mixture heated to reflux overnight. The solution was cooled to room temperature, 
hexanes (50 mL) added and stirring continued for 3 hours. The solid was collected by 
filtration, washed with methanol and dried to provide 4.57 g (45%) of the desired material 
as an orange solid. MS (DCI/NH 3 ) m/z 442/444 (M+H)". 

•'" 357d: 4-(3-Bromonhenvn-3-cvano-6-(2>morpholinethiazolo)nvridine-2-amidine 

.' A solution of the product from 357c (1.50 g, 3.39 mmol) and tri ethyl orthoformatc 
(34 mL) with a catalytic amount of ammonium sulfate was heated to reflux for 6 hours. 
The dark mixture was cooled, ammonia in ethanol (2 M, 70 mL) added and the mixture 
stirred overnight. The solid product was collected by filtration and dried to provide 1.17 g 
(73%) of the desired product as a yellow solid. MS (DCI/NHj) m/z 469/471 (M+H) T . 

Example 358 
4-amino-5-n^-methv10-indolviy7-(6-moroh^ 

Prepared as described for Examples 2-1 56; using l-(6-morpholinyI-3- 
pyridinyl)ethanone as R 4 reagent (for position 7) and N-methylindole-3-carboxaldehyde 
for R 3 reagent (for 5-position). 
MS (DCI/NH3) 438 (M+H)'; 
IR (mic) 3453, 1641, 1556, 1244, 1 120 cm''. 

Example 359 

4-amino-5-(3-bromophenvl')-7-(6-(4-ethoxviminopiperidinvn-3-pvridinvnpvridor2.3- 

dl pvrimidine 

A suspension of Example 328 (282 mg. 0.593 mmol) in absolute ethanol (3 mL) 
was treated sequentially with ethoxyaminc hydrochloride (64 mg, 0.65 mmol), and 2 drops 
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cone. aq. HCI. healed to reflux 1 .5 hours, cooled and partitioned, between CH,CI, (25 mL) 
and saturated NaHCO, (15 mL). The separated aqueous phase was extracted with CH : C1 2 
(1 x 10 mL). and the combined organic layers were washed with brine, dried (Na 3 SO.,). 
and concentrated in vacuo. The crude product was purified by flash chromatography 
eluting with 5% MeOH/CH 2 CI 3 to yield 240 mg (78%) of the designated, compound. 
'H NMR (300 MHz, DMSO-d fi ) 5 1.19 (t, 3H), 2.41 (m ? 2H), 2.58 (m, 2H), 3.77-3.86 (m, 
4H), 4.02 (q, 2H), 6.99 (d. IH), 7.50-7.60 (m, 2H), 7.79 (dt, IH), 7.85 (m, 2H). 8.47 (dd, 
1H), 8.5 3 (s, IH) J 9.08(d.lH); 
MS (DCI/NHj) m/c 5 1 8/520 (M+H)~; 

Anal, calcd for C :5 H 2 <BrN 7 0: C, 57.92; H. 4.67; N, 18.91. Found: C, 57.69; H. 4.66; N, 
18.65. 

Example 360 

4-amino-5-(3-bromophenvlV7-(6-(4-cthvlcarbomethoxviminopiperidinvlV3- 

pyridinvQpvridor2.3-d1pvrimidine 
Prepared as described for Example 359, substituting carbomethoxylamine for 
cthoxyamine. 

'H NMR (300 MHz, DMSO-d 6 ) 5 1.20 (t, 3H), 2.42 (m, 2H), 2.65 (m, 2H), 3.77-3.90 (m, 
4H), 4.13 (q, 2H), 4.61 (s, 2H), 7.01 (d, IH), 7.55 (m, 2H), 7.79 (dt, IH), 7.86 (m ? 2H), 
8.48 (dd, 1H) ? 8.53 (s. 1H) ? 9.09 (d, IH); MS (DCI/NH 3 ) m/e 576/578 (M+H)'; 
Anal, calcd for C :i H :6 BrN ? 00.5 H 2 0: C 55.39; H, 4.65: N. 16.75. hound: C, 55.66; H, 
4.61; N, 16.37. 

Example 361 

4-(N-(2.3-dihvdroxvpropvl)amino)-5-(3-bromophenvl)-7-(6-mornholinvl-3- 
pyridinvl)pvridof2.3-dlpvrirnidine 

Example 134 formamide complex (200 mg, 0339 mmol) and 3-amino-1.2- 
propanediol (155 mL. 2.0 mmol) were placed in a 50 mL round-bottomed flask furnished 
with a magnetic stirbar. DMSO (dimethyl sulfoxide) (6 mL),was added. The mixture was 
then heated to 120 °C for about 10 min until a homogeneous solution was formed. 
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Catalytic amount of acetic acid was then added, and the reaction mixture was allowed to 
stir at 120 °C for about 1.5 days. DMSO was removed under vacuum. The residue was 
dissolved in CH : C1 : . and washed with water. NaHCO, (saturated), water, and then dried 
over Na : S0 4 . The crude mixture was first purified by column chromatography (SiO,), 10% 
5 MeOH/CHX'lJ. The desired product was collected and was subjected to another column 
chromatographic purification (SiO : , ethyl acetate and then 25% NCCH 3 , 7.5% MeOH and 
15 67.5% CH,CI>) to give a pure yellow solid (60 mg, 29% yield; M.P. 189-191 °C). 

MS (ESI(+)) = 537/539 (M+H)*; ''Br/ 81 Br; 

IR (MIC) Vmm = 3433, 3354, 2914, 2853, 1568, 1506, 1236, 1 1 14, 945 cm*'. v 
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Examnle 362 

4-^>(3-morpholinvlpropvl)arnino)-5-f3-hromoDhenvn-7-(6-morpholinvl-3- 
pvridinynpvridof2.3-dlpvrirnidine 
25 Prepared as described for Example 360, but replacing 3-amino-l ,2- propanediol 

15 with 4-(3-aminopropyl)morphoIine. 

MS (ESI(+)) = 590/592 (M+H*; ,9 Br/ 8, Br; 

IR (MIC): v ffla , = 3433, 2959, 2854, 1567, 1506, 1235, 1117, 945 cm 1 . 

30 

Example 363 

20 4-fN-(2-(4-imidazolvnethvnamino>-5-G-bromophenvl)-7~(6-morpholinvl-3- 
35 pvridinyl)pyridof2.3-d1pvrimidine 

Prepared as described for Example 360, but replacing 3-amino-l, 2-propanediol 
with histamine. 

MS (ESI(+)) = 557/559 (M+H*; VBr); 
40 25 IR (MIC) v nw = 3433, 3091, 2954. 2893, 2854, 1571, 1564, 1505 ? 1235. 1123,944 cm 1 . 

Example 364 

45 4-(N-(3-carboxvpropvl)aminoV5-f3-bromophenvn-7-( f 6-morpholinvl-3- 

pyridmyQpvridof2.3-d]pvrirnidine 
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Prepared as described for Example 360. but replacing 3-amino-l.2-propanediol 
with 3-aminopropionic acid ((Valanine). 
MS (ESI(+)) = 53 5/537 (M+H"; 7? Br/ 81 Br); 

IR (MIC) v m „ - 3429. 3051,2959. 2855,2528, 1927. 1718. 1585, 1559, 1352, 1332, 1236, 
1118,944 cm' 1 . 



15 Example 365 

4~amLno-5-0-bromonhenvlV7-f-6-(4-oxopiperidinvlV3-pvndazinvnpvndof2.3- 

dlpYrimidine j. 
1 0 Prepared as described for Example 328; substituting Example 356 for Example327. 

MS.(APCI+) m/z 475 (M+H)*: 
'H NMR (300 MHz, DMSO-d 6 ) 5 8.60(s, IH). 8.45(d. IH), 8.28(s, 1H), 7.85 (m, 2H), 7.50 
(m,3H), 4.10(m,4H). 

25 

15 Example 366 

4-amino-5-(3-bromophenvn-7-f6-(4-morpholinvliminopiperidinvl )-3- 
pyridazinvl)pvridor2.3-dlovrimidine 
Prepared as described for Example 359; substituting Example365 for Example328 
and 4-aminomorpholine for ethoxylamine hydrochloride. 
20 MS (APCI+) m/z 560 (M+H)*; 

l H NMR (300 MHz, OMSO-d 6 ) 6 8.59(s, 1H), 8.40(d, iH), 8.26(s ? 1H), 7.84 (m. 2H), 7.55 
(m s 3H), 3.93 (m, 4H), 3.68 (m 4H) ? 2.75 (m. 2H), 2.63 (rn. 4H), 2.47 (m, 2H) 



Example 367 

40 25 4-amino-5-n-bromophenyl')-7-(6-((lS.4S)-2-oxa-5-azabicvclof2.2.11heptan-5-vl)-3- 

pvridazinvnpvrido[2.3-dbvrimidine 
stepa 4-armno-5-Q-hromo phenvl)-7-(6-chloro-3-pvridazinvn pvrido[2.3-d1pvrimidine 

Prepared by a modification of the method of Example 333 step C, a mixture of 22 
mmol of 3-acetyl-6-chloropyridazine (Example 246), 26 mmol of l-(3-bromophcnyl) 1,1- 
30 dicyanoethylene, and 1 1 0 mmol of ammonium acetate in 1 50 mL of dichiuroethane was 
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heated at reflux for an hour to give the intermediate amino cvanopyridine, which was 
purified by flash column chromatography. By a modification of the method of Example 
287. the intermediate 2 : amino-3-cyano-4-(3-bromo phenyl)-6-((6-chloro) pyridazin-3- 
yl)pyridine was heated in 40 mL of triethylorthoformate with I mmol of ammonium 
sulfate for one hour. A 2M solution of ammonia in ethanol was added (30 mL) stirring, 
and after 14 hours, the solid amidine intermediate was collected by filtration and dried in 
vacuo. The amidine intermediate was then heated in 25 mL of l.2-dichlorobenzene at 120 
°C for two hours. On cooling, a precipitate was deposited. Ether was added, and the 
precipitate was collected by filtration, washed with ether and dried. 
3Wz [M+Hp C 17 H10N 6 BrCl at 413.414,415. 

'H'NMR (CD ; ,C0 2 D)6 8.72(d, J - 8.7 Hz, 1 H). 8.64 (s, 1 H). 8.48 (s, 1 H), 7.73 (<£ J = 
8.7 Hz, 1 H). 7.70 (t f J = 1 .0 Hz, I H), 7.64 (dt J = 8.1. 1.0 Hz), 7.45 (dt, J = 8. 1, 1 .0 Hz, I 
H), 7.42 (m, 1H). 

4-amino-5-n-bromophenvlV7-(6-(lS.4SV2-aza-5-oxa-bicvclor2.2.11heptaneV3> 
pyridazinv0pvridof2J-dlpvrimidine 
A solution of 0.73 mmol of 4-amino-5-(3 , -bromo phcnyl)-7-(6-(chloro) pyridaziN- 
3-yl) [2,3-d] pyridopyrimidine (prepared in step a), 3.1 mmol of (lS,4S)-2-aza-5-oxa- 
bicyclo[2.2.1]heptane (Aldrich Chemical Co.). and 2.4 mmol of potassium carbonate was 
heated at 120 °C in DMSO for 14 hours, then cooled and poured into 10 mL of water. 
The mixture was partitioned between dichloromethane and water, and the organic phase 
was dried (Na->SO.,), and concentrated in vacuo to give the title compound. This material 
was recrystallized from chloroform/methanol and converted to the hydrochloride salt by 
lyophilization from 12 mL of 2.5 M HCI. 
mp 222-226 °C; 

CHN calculated for C 22 H, 8 N ? OBr(3.0 HCi): C 45.1 1, H 3.61. N 16.74; found: C 45.00, H 
3.90. N 16.82. MS [M+H]+ at 478; 
IR3434, 3056, 1640, 1610. 1558. 1376 cm '. 



Example 368 
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4-amino-5-(3-bromoDhenvl)-7-(6-(4-methoxviminopiperidinvt )-3-pvridazinvDpvridof2.3- 

dlpyrimidine . 

Prepared as described for Example 359 substituting Example 365 for Examp!e328 
and methoxylamine hydrochloride for ethoxylamine hydrochloride. 
MS(ESI+)m/z 504 (M+H)~; 

'H NMR (300 MHz, DMSO-d ft ) 5 8.59(s, 1H), 8.40 (d, 1H), 8.26(s, 1H), 7.82 (m, 2H), x 
7.54 (m. 3H) ? 3.90 (m. 4H), 3.77 (s, 1 H), 2.62 (m, 2H), 2.47 (m, 2H) 

Example 369 

4-amino-5'0-bromophenvl)-7-(6-nhenvlmethoxv-3-pvridazinyl > )pvrido[2.3'd]pvrimidinc 

Sodium and benzyl alcohol were heated at 60 °C in toluene for 3 hours. It was 
cooled to room temperature and added to a suspension of 4-amino-5-(3-bromo phenyl)-7- 
(6-chJoro-3-pyridazinyl) pyrido[2,3-d]pyrimidine (prepared in Example 367) in anhydrous 
DMSO to give the title compound. Treatment with 1M HCI ether in chloroform and 
methanol at room temperature provided the HCI salt. 
MS (ESI+) m/z 485 (M+H) + ; 

'H NMR (300 MHz, DMSO-dJS 10.07 (bs, IH), 8.95 (s, 1H), 8.59 (d, IH), 8.50 (s, 1H). 
7.95-7.30 (m, I OH), 5.63 (s, 2H) 

Example 370 

4'amino-5-(3-bromophenvlV7-(6-(4>methoxvpineridinvl)-3-pvridvl)pvridof2.3- 

dlpyrimidine 

Step a 2-amino-3-cvano-4-(3-bromophenvl)-6-(6-chloro-3-piridvl)pvridine 

Prepared as described in Example 244 substituting 5-acetyl-2-chloropyridine for 5- 
acctyl-l-mcthylindoline in stepc. 

Step b 4-amino-5-(3-bromophenvl)-7-(6-chloro-3-pvridvnpvrido[23-dlpvrimidine 

2-Amino*3-cyano-4-(3-bromophenyl)-6-(6-chloro-3-piridyl)pyridine prepared in 
step a was reacted with 10 eq. of N ? N\N"-methylidynetrisformamide in formamide at 125° 
for 3 days. The slurry was cooled, poured into 3 volumes of water, and the resulting solid 
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was collected by filtration and washed with water. The chloropyridyl product was dried 
under vacuum and used without further purification. . 

stepc 4-methoxypiperidine 

4-Hydroxypiperidine is treated with I eq. of Boc : 0 in CH 2 CU and stirred at room 
temperature for 5 min. The solution is then washed with water and brine, dried over 
Na : S0 4 , and concentrated in vacuo. The protected species is then dissolved in DMF and 
treated with 7 eq. of NaH. The mixture is stirred for 5 min. then methyl iodide (2 eq) is 
added, and the reaction is stirred at room temperature overnight. After this time, it is-; 
quenched with water and extracted with 2:1 ether-hexanes. The* organic solution is dried 
(Na 2 S0 4 ) and concentrated in vacuo. The oil thus obtained is finally stirred in 4M HC1- 
dioxane for 30 minutes. The solvent was removed in vacuo, then the residue was basified 
with 50% aq. NaOH solution and extracted with ether. Drying (Na 2 S0 4 ) of the extracts, 
followed by removal of the solvent in vacuo, afforded 4-methoxypiperidine. 

Step d. 

3.0 equivalents of 4-methoxypiperidine (step c) and 1 equivalent of 4-amino-5-(3- 
bromophenyl)-7-(6-chloro-3-pyridyl)pyrido[2,3-d]pyrimidine (step b) were stirred in 
DMSO at 100° for 16 hours. The mixture was cooled, quenched with 3 volumes of water, 
and the precipitated solid was collected by filtration and washed with water. Purification 
by recrystallization afforded the title compound. 'H NMR (300 MHz, d & -DMSO) 5 9.05 
(d, 1H), 8.52 (s, 1H), 8.42 (dd, 1 H), 7.84 (d, IH), 7.83 (s, IH), 7.78 (dt, IH), 7.54 (2 
overlapping m. 2H), 6.99 (or d, 1H), 4.07 (m, 2II) f 3.45 (m, 2H), 3.36 (m, IH), 3.29 (s, 
3H), 1.92 (m, 2H), 1.46 (m, 2H): MS (ESI) m/z 491/493 (M'+H. 79 Br/ 8l Br). 



Example 371 

4-amino-5-(3-bromophenvh-7-(6-(4-f4-tetrahvdroDvranvloxv')iminopiperidinvl V3- 
nvridazinvl)pyridof2.3-dlpvrimidine 
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Prepared as described for Example 359; substituting Example365 for Example328 
and 0-tctrahydro-2H-pyran-4-yl-hydroxylamine hydrochloride (JP 94-1 77353 19940729) 
for ethoxylamine hydrochloride. 
MS(ESI+)m/z 574 (M+H)'; 

'HNMR(300MHz.CDCVd1)5 8.78 (s ? 1H), 8.69 (d, 1H), 8.59 (s, IH) ? 7.71 (m, 2H), 
7.46 (m f 2H), 7.10 (d s 1H), 4.26 (m, 1H), 3.98 (m, 6H) f 3.53 (m, 2H\ 2.79 (m, 2H), 2.59 
(m, 2H), 2.00 (m, 2H), 1 .69 (m, 2H) 

Example 372 

4-amino-5-n-bromoDhenYn-7-(6-isobutoxv-3-pvrida2invnpvridor2,3-dlpvrimidine 
Sodium isobutoxide was made by heating sodium and isobutanol at 60°C for 45 
minutes. 4-amino-5-(3-bromo phenyi)-7-(6-chloro-3-pyridazinyI) pyrido[2,3-d]pyrimidine 
(prepared as in Example 367) was added to this mixture and heated at 60°C for 2 hours to 
give the title compound. 
MS(APCl+)m/z 451 (M+H) + ; 

■H NMR (300 MHz, DMSO-d 6 ) 5 10.07 (bs, IH), 8.96 (s, 1H), 8.53 (s, 1H), 8.52 (d ; 1H), 
7.95 (m, I H), 7.85 (m, 1H), 7.60 (m, 3H), 4.34 (d, 2H), 2.15 (m, 1H), 1.05 (d, 6H) 

Example 373 

4-amino-5-(3-bromoDhenvn-7-(6-( f 4-(N-methvlpiperazinvl)iminooiperidinvl )-3- 
pvridazinyrmvridof2.3-dlpvrimidine 
Prepared as described for Example 359; substituting Example 365 for Example 328 
and 4-amino-4-N-methylpiperazine for ethoxylamine hydrochloride. 
MS(APCI+)m/z 575 (M+H)*; 

1 H NMR (300 MHz, DMSO-d 6 ) 6 8.59 (s. 1 H), 8.42 (d, 1 H), 8.27 (s, 1 H). 7.84 (m. 2H), 
7.55 (m, 3H), 3.92 (m, 4H), 2.71 (m. 4H), 2.63 (m, 4H), 2.43 (m, 4H), 2.19 (s, 3H) 

Example 374 

4-amino~5-(3-bromophenvl)-7-(6-f4-tetrahvdronvranvloxv)-3-pvridazinvr)pvridol23- 

dlpvrimidine 
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Prepared as described for Example 369; substituting tctrahydro-4H-pyran-4-ol for 
benzyl alcohol. 

MS (FAB-r) m/z 479 (M+H) ; 

'H NMR (300 MHz, DMSO-d 6 ) 6 9.80 (bs. 1H) : 8.85 (s ; 1 H), 8.56 (d, IH), 8.52 (s, IH), 
7.93 (m. IH), 7.84 (m. IH), 7.70-7.50 (m, 3H) ; 5.51 (m, IH). 3.91 (m, 2H), 3.55 (m, 2H), 
2.13 (m.2H), 1.77 (m,2H) 

Example 375 

4^amino>5-(3-bromophcnvlV7-f6>morDholinvleth oxv-3-pvridazinvnpvndor2.3-. 

dlpvrimidine 

Prepared as described for Example 369; substituting N-(2'-hydroxylethyl)- * 
morpholine for benzyl alcohol. 
MS (FAB-) m/z 508 (M+H)"; 

'H NMR (300 MHz, DMSO-d 6 ) 5 12.10 (bs, IH), 10.05 (bs, IH), 8.92 (s, IH), 8.57 (d, 
IH), 8.48 (s, IH), 7.95-7.52 (m, 5H), 7.45 (bs, 2H), 5.05 (m s 2H), 3.97 (m, 4H), 3.69 (m, 
2H), 3.60-3.18 (m, 4H) 

Example 376 

4-amino-5-a-bromophenvl)-7-(6-(4- ethoxvDiDeridinvn-3-nvrldazinvl)pvridof2.3- 

dlpyrimidinc 

Treatment of N-Boc-4-hydroxylpiperidine with sodium hydride and ethyl iodide 
gave N-Boc-4-ethoxypiperidine. which was treated with 4M HC1 in dioxane to give 4- 
ethoxypiperidine. 

The title compound was prepared as described for Example 367 substituting 4- 
ethoxypiperidine for (lS,4S)-2-aza«5-oxa-bicyclo[2.2.1]heptane. followed by treatment 
with IM HC1 ether. 
MS(FAB+)m/z 506 (M+H)*; 

'H NMR (300 MHz, DMSO-d 6 )o 10.10 (bs T IH). 8.90 (s, iH) ? 8.38 (s, IH).. 8.26 (d f IH), 
7.92-7.42 (m. 5H), 3.78-3.38 (m. 7H). 1 .96 (m. 2H) ? 1 .55 (m, 2H) ? 1 . 10 (t, 3H) 
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Example 377 

4-amino-5-r>-hromophenvn-7-r6-r4>r2-eth oxvethoxv)DiperidinvlV3- 
pvridazinvl)pvridor2.3-dlDvrimidine 
Treatment of N-Boc-4-hydroxylpiperidine with sodium hydride and chloroethy! 
ethyl ether gave N-Boc-4-(2 , -cthoxyl-ethoxyl)-piperidine, which was treated with 4M HCl 
in dioxane to give 4-(2'-ethoxyl-ethoxyl)-piperidine. 

The title compound was prepared as described for Example 367 substituting 4-(2'- 
ethoxyl-ethoxy)-piperidine for (lS,4S)-2-aza-5-oxa-bicyclo[2.2.1]heptane ; followed by 
treatment with iM HCl ether. 

MS (APCI+) m/z 550 (M+H)*; , ^ 

• 'H NMR(300 MHz, DMSO-d 6 ) 6 10.10 (bs. 1H). 8.94 (s, 1H), 8.41 (s, 1H). 8.23 (d f : 1H), 
7.95-7.45 (m,5H), 7.39 (bs, 1H), 4.15 (m, 3H). 3.70-3.30 (m. 6H), 1.94 (m, 3H), 1.50 (m, 
3H), 1.08 (t f 3H) 

Example 378 

4-aminO"5'(3-bromophenvlV7-r6-(4-(4-tetrdpvranvloxvethvnpiperidinvlV3- 
pyridazinvl)pvridof2.3-d]pyrimidine 

4-(2'-Hydroxylethyl)-piperidine was treated with triethylamine and Boc-anhydride 
in THF at room temperature. This crude product was treated with mesyl chloride and 
triethylamine in dichloromcthanc to give the mesylate. This mesylate was then treated 
with sodium tetrahydro-4H-pyran-4-oxide (Example 372), followed by deprotection with 
4M HCl in dioxane to give 4-(2'-(4 ?, -azacycIohexyl)-ethoxyl)-tetrahydro-4H-pyran. 

The title compound was prepared as described for Example 367 substituting 4-(2 ; - 
(4 ,, -azacyclohexyl)-ethoxyl)-tetrahydro-4H-pyran for (1 S,4S)-2-aza-5-oxa- 
bicyclo[2.2.1 J heptane, followed by treatment with 1M HCl ether. 
MS (APCI+) m/z 590 (M+H)~; 

'H NMR (300 MHz. DMSO-d 6 )S 10.10 (bs.. 1H). 8.79 (s. 1H), 8.22 (s, 1H). 8.18 (d, 1H), 
7.70-7.40 (m. 511), 4.42 (m. 2H). 3.63 (m, 2H), 3.34 (m, 3H), 3.19 (m, 2H). 3.01 (m, 2H). 
1.70 (m. 511), 1.33 (m.2H). 1.23 (m.2H) r 1.08 (m. 2H) 



WO 00/23444 



PCT/US99/2490I 



Example 379 

4-amino-5-(3-bromophenvlV7>(6-f3-(RMetrahv drofuranvloxv)m P cridinvl>-3- 

pyrida2invl)pvridop.3-d1pvrimidine 
Prepared as described for Example 369; substituting (R)-3-hydroxytctrahydrofuran 
for benzyl alcohol. 
MS (APCI+) m/z 465 (M+H)*; 

'H NMR (300 MHz, DMSO-d 6 ) 5 10.08 (bs, 1 H), 8.93 (s, IH), 8.52 (d, IH), 8.51 (s, 1H), 
7.98-7.40 (m, 6H), 5.80 (m, 1H), 4.05-3.78 (m, 4H), 2.36 (m, 1H), 2.15 (m, 1H) 

Example 380 

4-amino-5-(3-bromoDhenv1V7-(rH3-fSVteirahvdrofuranvloxv)piperidinvl>-3- 

pvridazinvQpvridolZ3-d1pvrirmdine 
Prepared as described for Example 369; substituting (S)-3-hydroxytetrahydrofuran 
for benzyl alcohol. 
MS (APCI+) m/z 465 (M+H) v ; 

'H NMR (300 MHz, DMSO-cUS 10.08 (bs, 1H), 8.93 (s, III), 8.52 (d, 1H), 8.51 (s, IH), 
7.98-7.40 (m, 6H), 5.80 (m, IH), 4.05-3.78 (m, 4H), 2.36 (m, 1H), 2.15 (m s 1H) 

Example 381 

4-aminQ-5-( r 3-bromophenvl)-7-r6-(trans-3-ethoxv-4-hvdroxv)pvrrolidinvl)-3- 
pyridazinvl)pvridoF2.3-dlnyrtmidine 

The title compound was prepared as described for Example 367 substituting anti-3- 
ethoxy-4-hydroxypyrroiidtne (Chemical and Pharmaceutical Bulletin, 41, 1993, 132, 
Okada, T.) for (lS,4S)-2-aza-5-oxa-bicyclo|2.2.1]heptane, followed by treatment with 1M 
HCl ether. 

MS (APCI+) m/z 508 (M+H)*; 

'H NMR (300 MHz, DMSO-dJS 10.12 (bs. IH), 8.89 (s. IH). 8.38 (d, IH). 8.28 (s, IH), 
7.90-7.40 (m, 5H) T 4.40-3.40 (m, 9H), 1.10 (t, 3H) 
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4-amino-5-f3-hromophcnvl>-7-(6-(cis-3-ethoxv-4-hvdroxv')nvrroHdinyiV3- 
pvridazinvnpvrido[2.3-d]pyrimidinc 

Treatment of anti-N-Boc-3-ethoxy-4-hydroxypyrrolidine (Chemical and 
Pharmaceutical Bulletin. 41, 1993. 132. Okada. T.) with triphcnylphosphinc, 4- 
nitrobenzoic acid and diethyl azodicarboxylate in THF at 0°C to room temperature gave a 
syn-N-Boc-3-ethoxy-4-(4'-nitrophenylcarbonyloxy)pyrrolidine. This was then hydrolyzed 
with sodium hydroxide in methanol to give syn-N-Boc-3-ethoxy-4-hydroxypyrroIidine, 
which was subsequently deprotected with 4M HC1 indioxane to give syn-3-ethoxy-4- 
hydroxypyrrolidine. 

The titl compound was prepared as described for Example 367 substituting syn-3- 
ethoxy-4-hydroxypyrrolidine for (lS.4S)-2-aza-5-oxa-bicyclo[2.2.1]heptane. followed by 
treatment with 1 M HC1 ether. 
MS (ES1+) m/z 508 (M+H)*; 

'H NMR (300 MHz, DMSO-d 6 ) 8 10.17 (bs, 1H), 8.91 (s, IH). 8.38 (d, IH), 8.28 (s, 1H), 
7.91-7.79 (m, 2H), 7.67-7.49 (m, 4H), 4.80-3.50 (m, 9H), 1.39 (t, 3H) 

Example 383 

4-amino-5-f3-bromonhenvn-7-(6-ftrans-3-ethoxv-4-hvdroxv)pvrrolidinvlV3- 
PVridvQpvridof2.3-dlpvrimidine 

The title compound was prepared as described for Example 370 substituting anti-3- 
ethoxy-4-hydroxypyrrolidinc (Chemical and Pharmaceutical Bulletin, 41, 1993, 132, 
Okada, T.) for 4-methoxypiperidine, followed by treatment with 1M HCI ether. 
MS (ESI+) m/z 507 (M+H)*; 

'H NMR (300 MHz, DMSO-d 6 ) 5 10.00 (bs, IH), 9.03 (s, IH), 8.87 (s, IH), 8.74 (d, IH), 
8.23 (s, IH), 7.97 (s. IH). 7.80 (m. IH), 7.59 (m, 2H), 7.36 (m. IH), 7.1 1 (m, IH), 4.40- 
3.00 (m,9H), l.l0(t,3H) 



Example 384 

4-amino-5-f3»bromophenvn-7-f6"ftrans-3.4-bis-ethoxv)pvrrolidinvl)Q- 
pvridazinvhpvridor2.3-d lpvrimidine 
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Treatment of anti-N-Boc-3-ethoxy-4-hydroxypyrrolidine (Chemical and 
Pharmaceutical Bulletin, 41. 1993. 132, Okada. T.) with sodium hydride and ethyl iodide 
in anhydrous DMF gave anti-N-Boc-3,4-diethoxypyrrolidine. which was subsequently 
deprotected with 4M HC1 in dioxane to give anti-3.4-diethoxypyrrolidine. 

The title compound was prepared as described for Example 367 substituting anli- 
3,4-diethoxypyrrolidine for(lS.4S)-2-aza-5-oxa-bicyclo[2.2.1]heptane. followed by 
treatment with 1M HC1 ether. 
MS (FAB+) m/z 536 (M+H)*; 

'H NMR (300 MHz, DMSO-d 6 )5 10.18 (bs. 1H),8.82 (s, I H), 8.39 (d, IH), 8.34 (sJH), 
7.90 (m, 2H), 7.70-7.46 (m, 4H),4.25 (m, 2H), 3.84 (m, 4H), 3.67 (m, 4H), 1.2 (t, 6H) 

Example 385 

4-amino-5-(3-bromophenvl>-7-(6-(trans0.4-bis-ethox\OpvrroHdinvlV3-pyridvl)pvndof2.3- 

dlpvrimidine 

The title compound was prepared as described for Example 370 substituting anti- 
3,4-diethoxypyrrolidine (Example 382) for 4-methoxypiperidine, followed by treatment 
with 1MHCI ether. 
MS(ESI+)m/z 535 (M+H) + ; 

'H NMR (300 MHz, DMSO-d 6 ) & 10 00 (bs, 1H), 9.03 (m, 1H). 8.87 (s, 1H), 8.71 (m, 1H) ? 
8.22 (s, 1H), 7.95 (m. IH), 7.80 (m, IH), 7.58 (m, 2H} 9 7.35 (bs, 1H), 7.09 (m, IH), 4.25- 
3.20 [m, 10H), 1.12(t, 611) 

Example 386 

4-amino-5-(3-bromophenvl)-7-(6-(cis-3.4-bis-ethoxv)pvrroIidinvlV3-pvridvnpvridof2,3- 

dlpyrimidine 

Treatment of N-benzyl-3-pyrroline with osmium tetroxide and N-methyl- 
morpholine-N-oxide in THF gave syn-N-Boc-3.4-dihydroxypyrrolidine, which was then 
treated with sodium hydride (5eq.) and ethyl iodide (5 eq) in DMF to give syn-N-Boc-3,4- 
diethoxypyrrolidinc. This was debenzylated under pressure in H : atmosphere to afford 
syn-3,4-diethoxypyrrolidine. 



-223- 



WO 00/23444 



PCT/US99/24901 



The title compound was prepared as described for Example 370 substituting syn- 
3.4-dicthoxypyrrolidine for 4-methoxypiperidine, followed by treatment with 1M HCI 
ether. 

MS (ES1+) m/z 535 (M+H)~; 

l H NMR O00 MHz, DMSO-d 6 )S 10.03 (bs ; IH), 9.03 (m, IH), 8.89 (s r 1H), 8.74 (m t 1H), 
8.25 (s. 1 H), 7.95 (m, 1 H), 7.62 (m, 1 H), 7.60 (m. 2H), 7.39 (bs, 1 H), 7. 1 1 (m, 1 H), 4.30- 
3.40 (m. 10H), 1 . 1 6 (t, 6H) 

Example 387 

4-amino-5-( f 3-bromophenvlV7-r6-(cis-3.4-bis>ethoxv)pvrrolidinvn-3- ■ 
pvridazinvl1pvridor2,3-dlpvrimidine 
- The title compound was prepared as described for Example 367 substituting syn- 
3,4-diethoxypyrrolidine ( prepared in Example 384) for (l$,4S)-2-aza-5-oxa- 
bicyc!o[2.2.1]heptane, followed by treatment with 1M HCI ether. 
MS(ESI+)m/z 536.1 (M-W; 

l H NMR (300 MHz, DMSO-dJ 5 10.13 (bs, III), 8.87 (s, IH), 8.35 (d, III), 8.28 (s, IH), 
7.82 (m ; 2H), 7.63-7.40 (m, 4H), 4.40-3.40 (m, 10H), 1.16 (t, 6H) 

Example 388 

4-amino-5-f3-bromophenyl)-7-(6-(cis-3-ethoxv-4-hvdroxv)nvrrolidinvn-3- 
pvridvl)Dvridol2.3-dlnvrimidine 

The title compound was prepared as described for Example 370 substituting syn-3- 
ethoxy-4-hydroxypyrrotidine (prepared as in Example 382) for 4-methoxypiperidine, 
followed by treatment with 1M HCI ether. 
MS (ESI+) m/z 507 (M+H)*; 

'H NMR (300 MHz, DMSO-d,) 8 10.00 (bs, IH), 9.02 (m, 1H), 8.88 (s, IH), 8.72 (m, IH), 
8.22 (s, IH), 7.97 (rn, 1H), 7.81 (m, IH), 7.60 (m, 2H) ? 7.39 (bs, IH). 7.17 (m. Ill), 4.40- 
3.40 (m.9H), 1.17 (t, 3 H) 
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4-amino-5-0-bromophenvi)-7-(6-(cis-3-arnino-4-hvdroxv)nvrroIidinvlVl- 

■ • pvridazinvl)pvridor2.3-d]pvrimidine 

Syn-N-benzyl-3-hydroxy-4-{l-bLitylcarbonylamy)pyiTO]idine was made by 
Sharpless method (JACS 120 1998 1215, Sharpless, K.B.; Tetrahedron asymmetry 5(7) 
1994 1333. Saigo K.). This was debenzylated under H : to give syn-3-hydroxy-4-(i- 
butylcarbonylamy)pyrrolidine. 

The title compound was prepared as described for Example 367 substituting syn-3- 
hydroxy-4-(t-butylcarbonylamy pyrrolidine for (1 S,4S)-2-aza-5-oxa- 
bicyclo[2.2. 1 |heptane ; followed by treatment with 4M HC1 dioxane. 
MS (ESI+) m/z 479.2 (M+H)*; 

'H NMR (300 MHz, DMSO-d,) 5 10.07 (bs, 1 H), 8.94 (s, 1H), 8.59 (bs, 2H) : 8.35 (m, 
2H), 7.85 (m, 2H), 7.70-7.30 (m, 4H), 4.70-3.20 (m ? 9H) 

Example 390 4-amino-5-(3-bromophenvl)-7'(6-(cis-3-amino-4>hvdroxv^DvrrolidinvlV3- 
p\Tidvl')pvridof2,3-dlpvTimidine 
the title compound was prepared as described for Example 370 substituting syn-3- 
hydroxy-4-(t-butyicarbonylamy)pyrrolidine (prepared in Example 389) for 4- 
methoxypiperidine, followed by treatment with 4M HC1 dioxane. 
MS (APC1+) m/z 478 (M+H)': 

l H NMR (300 MHz, DMSO-d 6 ) & 10.07 (bs, 1H), 9.08 (m ? 1H), 8.88 (s, 1H) ? 8.64 (m ; 3H), 
8.21 (s. 1H), 7.97 (s, 1H), 7.82 (m. Ill), 7.60 (m. 2H), 7.36 (m, 1H) : 7.03 (m, 1H),4.65- 
3.65 (m f 9H) 

Example 391 

4-amino-5-n-pvridvlV7-f6-(1.4-dioxa-8-azaspiror4.51dccan-8-vn-3-pvrtdvnpvridor2.3- 

dlpyrimidine 

Prepared according to the procedure of Example 392. except substituting 5-acetyl- 

2- (-l,4-dioxa-8-azaspiro[4.5Jdecan-8-yl)pyridtne for 5-acetyl-2-raorpholinyipyridine. and 

3- pyridinccarboxaldchyde for 2.3-dichlorobcnzaldchyde. The treatment with I ICl/ethanol 
to form the hydrochloride salt was omitted, and the free base was obtained instead. 1R 
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(MIC) 3500. 33 1 0. 3 1 00. 2982. 1605. 1580. 1555. 1512, 1351. 1238. 1100cm' 1 ; MS m/z 
442 (M+H)" 

Example 392 

4-amino-5-f2.3-dichlorophenvl)-7-(6-moiT>holm^^ 

4-(2.3-DicWorophenyl)-3-cyano-6'(6-morpholinylo-pyridyl)pyridine-2-amine 
(0.47 g) and ammonium sulfate (20 mg) was dissolved in triethylorthoformate (25 ml) and 
heated to reflux for about 6.5 hours. The reaction mixture was cooled to room temperature, 
and a 2 M solution of ammonia in cthanol (50 ml) was added. The reaction was stirred at 
room temperature for about 18 hours, then heated to reflux for about 6 hours, and then 
cooled again to room temperature. The solvents were removed under vacuum. The residue 
was purified by flash chromatography eluting with 5% of 19: 1 ethanohammonium 
hydroxide in ethyl acetate, and then converted to the hydrochloride salt by treatment with 
HCl/EtOH, followed by removal of solvent and tituration with ether to give the title 
compound. 

IR(MJC) 3355,2980, 1644, 1602, 1437, 1369, 1250cm-'; 
MS m/z 453 (M+H)' 

Step a 4 ^2 1 3-dichlorophenvl)-3-cvano-6-(6-morpholinvI-3-pvridvnpvridine-2-amine 

Malononitrile(0.33 g) and 2 ; 3-dichlorobenzaldehyde (0.88 g) were dissolved in 
1 ,2-dichloroethane. and 1-2 drops of triethylamine were added. The reaction was stirred at 
room temperature for about 2.5 hours, then 5-acetyl-2-morpholinylpyridine (0.62 g) and 
ammonium acetate (2.3 1 g) were added. The reaction was heated to reflux for about 5 
hours, then cooled to room temperature. The reaction mixture was purified by flash 
chromatography eluting with 30% EtOAc/Hexanes. 

Example 393 

4-amino-5-(2-pvridvl)-7-(6-morDholinvlO-pvri dvnpvridor2.3-d1pvrimidine 
Prepared according to the procedure of Example 392 except substituting 3- 
pyridinecarboxaidehyde for 2.3-dichlorobenzaldehyde. 
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IR (MIC) 3050, 1650. 1603. 1540. 1440. 1375. 1252cm-': 
MSm/z386(M+HV 

Example 394 . 

4-aminoo-( r 2-€thoxyphenvn-7-(6-(1.4-dioxa'8'azaspirof4.51decan-8-vlV3' 

pvridvhnvridor2.3-d]pvrimidine 
Prepared according to the procedure of Example 392. except substituting 5-acetyI- 
2-(-I,4-dioxa-8-azaspiro[4.5]decan-8-yl)pyridine for 5-acetyl-2-morpholinylpyridine, and 
2-ethoxybenzaldehyde for 2.3-dichlorobenzaldehyde. The treatment with HCI/ethanol.to 
form the hydrochloride salt was omitted, and the free base was obtained instead. 
: IR (MIC) 3480, 3060, 1738, 1640. 1600, 1560. 1537, 1500, 1345, 1230, 1220, UOdcm'; 
MS m/z 485 (M+H)' 

Example 395 

4-amino-5-(2-bromO'5-ethoxvphenvlV7-(6-momholinvlO-pvridvnpyridof2.3- 
dlpvrimidine 

Prepared according to the procedure of Example 392, except substituting 2- 
methoxy-5-bromobenzaldehyde for 2,3-dich)orobcnzaldehyde. 
IR (MIC) 3440, 2975, 1642, 1600, 1490, 1440, 1370, 1250cm 1 ; 
MS m/z 493 (M+H) + 

Example 396 

4-amino-5-(2,5-dicrdorophenvl)-7-(6-morpholinvl>3-pvridvl)pvridor2.3-d1pvrimidine 
4-(2,5-dichlorophenyI)-3-cyano-6-(6-morpholinyI-3-pyridyl)pyridine-2-amine 
(0.28 g) and ammonium sulfate (10 mg) were dissolved in triethylorthoformate (10 ml) 
and heated to reflux for about 4 hours. The reaction mixture was cooled to room 
temperature, and a2M solution of ammonia in cthanol (20 ml) was added. The reaction 
was stirred at room temperature for about 1 8 hours, then a solution of 1 M sodium 
methoxide in methanol (5 ml) was added. The reaction was heated to reflux for about 2.5 
hours, and then cooled again to room temperature. The reaction mixture was neutralized 
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with a solution of 1 N aqueous HC1 (5 ml) and the solvents were removed under vacuum. 
The residue was purified by flash chromatography eluting with 2.5% of 19: 1 
ethanohammonium hydroxide in ethyl acetate, and then converted to the hydrochloride 
salt by treatment with HCl/EtOH, followed by removal of solvent and munition with ether 
to give the title compound. 

IR (MIC) 3480, 3060, 1640, 1600, 1580, 1440, 1371, 1260. 1239cm '; 
MS m/z 453.2 (M+H)* 

The 4-{2,5-dichlorophenyl)-3-cyano-6-(6-morpholinyl-3-pyridyl)pyridine-2-amine 
was prepared following the conditions given under Example 392 except substituting 2,5- 
dichlorobenzaldehyde for 2 ; 3-dichlorobenzaldehyde. 

Example 397 

4-amino-5-(2,5-dimethvlphenvIV7-(6-morpholinvlO-p\Tidvrrovridor2.3-dlpvrimidine 
Prepared according to the procedure of Example 396, except substituting 2,5- 
dimethylbenzaldehyde for 2,5-dichlorobenzaldehyde. 
1R (MIC) 3420, 2910, 1640, 1600, 1580, 1240cm '; 
MS m/z413.2(M+H) + 

Example 399 

4'aminoo-0-fluoroDhenvl)-7-('6-morpholinvl-3-pvridvnpvridor2.3-dlpvrimidine 
Prepared according to the procedure of Example 396. except substituting 3- 
fluorobenzaidehyde for 2,5-dichlorobenzaldehyde. 
IR(KBr)3480 ; 1672, 1639, 1617, 1480, 1421, 1315, 1305cm'; 
MS m/z 403 (M+H)' 

Example 400 

4'aminoo-n-trifluoromethvlphenvlV7-r6-morpholinvl-3-pvridvl)pvrido[2.3-dlpvrimidine 

Prepared according to the procedure of Example 396. except substituting 3- 
triftuoromethylbenzaldehyde for 2,5-dichlorobenzaIdehydc. 
IR (MIC) 3000, 1641. 1600, 1440. 1369. 1324, 1239 ; 1120cm '; 
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MS m/z453 (M+H)* 

Example 401 

4~aminoo-(3'fluoroo-trifluQrornethvlDhenvl)-7-(6-(1.4~dioxa«8-aza5piror4.51decan-8-vlV 
3-pyridvl)nvridor2.3-d1pvrimidine 
Prepared according to the procedure of Example 327, substituting 3-fluoro-5- 
trifluoromethylbenzaJdehydc for 3-bromobenzaldehyde. 
mp: unmeltedat 300°C; 

MS (FAB)' m/zcalc'dfor C 26 H y N 6 0 2 F4: 527.1813, found 527.1810. 
IR (cnV 1 ): 3314, 3081, 1580, 1558, 1515, 1428, 1357. 1329, 1238, \ 139, 1 106. 

Example 402 

4-aminoo-(3.5-dicloronhenvn-7-(6-fl.4-dioxa-8-azaspiror4.5]decan-8-vlV3> 
pvridy I )pyridor2.3 -dlpy rimidine 

Prepared according to the procedure of Example 327, except substituting 3,5- 
dichlorobenzaldehyde for 3-bromobenzaldehyde. 
mp: unmelted at 300°C; 

MS (FA B)" m/zcalc'd for C. 3 H 23 N 6 0 2 CU: 509.1254 ; found: 509.1246 
]R(cm l ): 3487.3299, 3065, 1578, 1556. 1515, 143 1, 1354, 1238, 1104. 

Example 403 

4-aminoo-(3-bromophenvn-7-r6-(1.5-dioxa-9-a7iisniror5.51undccan-9-vl>-3- 
pyridazinvDpyrido(2.3-dlpvrimidine 

Prepared according to the procedure of Example 367, except substituting 1 ,5-dioxa-9- 
azaspiro[5.5]undecane for (lS,4S)-2-aza-5-oxa-bicyclo[2.2.1]heptane. 
mp: 6 190°C; 

MS (FAB)" m/zcalc'd for C, 3 H 25 N 7 0, 8, Br: 536.1233, found: 536.1233. 
IR(cm'): 3471,3297, 3059, 2961, 1579, 1562, 1461, 1407, 1354. 1236, 1104. 

Example 404 
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4-amino-5>(4-hromo-2»thienvh-7-(6-(L4-dioxa-8-azaspiror4.S1decan-8-vn-3- 

nvridvnnvridor2.3-d1pvrimidine 
Prepared according to the procedure of Example 327. substituting 4-bromothiophene-2- 
carboxaldehyde for 3-bromobenzaldehyde. 
mp: 6 245°C: 

MS (FAB)' m/zcalc'd for C 2J H„N 6 0 : S 7!, Br: 525.0703, found: 525.0699. 
IR(cm/'): 3477,3296, 3094, 1603, 1579, 1556, 1511, 1428, 1352, 1239, 1104. 

Example 405 

4-amino-5-f3-bromophenvlV7-r6-(4-tertbutvlm^ 

dlpvrimidine 

." Prepared by the method of Example 367, substituting 4-tertbutylpiperidine for (lS,4S)-2- 
aza-5-oxa-bicyclo[2.2. 1 ]heptane. 
mp:d>270°C; 

MS (FAB)" m/zcalc'd for C, 6 H 29 N 7 79 Br: 520.1647, found: 520.1652. 
IR(cm'): 3474, 3298,3085,2952, 1578, 1553, 1461, 1405, 1351, 1254, 1 191, 1 159. 

Example 406 

4-amtno-5-(3-bromophenvlV7-(6-(4-N-fonnvnpiperidinvlo-pvridazinvnpvridor2.3- 

dlpyrimidine 

2-Amino-4-(3-bromophenyl)0<yano-6-(6-chJoro-3-pyridazinyl)pyridine (3 1 Omg), 
prepared in Example 367, and 1 ,3-propylenedioxypiperidine (354mg) were dissolved into DMSO 
(2.5ml) and stirred 48 hours. The reaction mixture was partitioned between 0.4M pH7 aqueous 
potassium phosphate buffer and worked up as usual. The intermediate was suspended in 
formamide (1 5ml) and o-dichlorobenzene (7ml) and heated at 200°C for 2.5h. The reaction 
mixture was partitioned between salt water and dichlomethane. and the organic phase was 
separated, filtered through celite, and worked up as usual. Chromatographcd 
(MeOH/EtOAc/CH ; Cl 2 ). 
mp:5 190°C; 

MS (FAB)' m/z calc'd for C 2J H :2 N»0 7 9 Br: 505.1094. found: 505.1095. 



WO 00/23444 



PCT/US99/24901 



IR (cm '): 3472. 3299, 1654. 1578. 1555, 1478, 1418. 1354. 1225. 

Example 407 

4-amino-5-r3-bromo-2-thicnvlV746-M.4-ethvlenedioxvpiperidinvlV3-pvridvnpvridof2.3- 

dbvrimidine 

Prepared by the method of Example 327, substituting 3-bromothiophene-2- 
carboxaidehyde for 3-bromobenzaldehyde. 
mp: 5 230°C; 

MS (FAB)* m/2 calc'd for C^H^CXS^Br: 527.0688 ; found: 527.0692. 

IR (cm 1 ): 3472, 3297, 3091. 161 K 1581, 1557, 1519, 1428, 1351, 1334, 1229, 1112./ 

Example 408 

4>amino-5-r3-cvanophenvn-7-( f 6-m orpholinvl-3-Dvrida7invnDvridof2.3-dlpyrimidine 

A formamide complex of Example 134 (762mg), Zn(CN) 2 (94mg), and Pd(PPh 3 ) /J (173mg) 
were heated in DMF (5ml) at 105°C for 3h 40m. The reaction mixture was partitioned between 
CH 2 CUand water and worked up as usual. Re crystallization of the crude solid from CHCl 3 gave 
the title compound. 
mp:5 3 290 c C; 

MS (FAB)* m/z calc'd for C 23 H 20 N 7 O: 410.1724, found: 410.1722. 
IR (cm"'): 3482, 33 13, 2232, 1588, 1542, 1507, 1357, 1240. 

Example 409 

4-amino-5>(3-Bromophenvn-7-(6-(S-0-ethvl-2-hvdroxvmethvlpvrrolidmvlV3- 
pyridazinYnpYrido'2,3 
d]pyrimidine 

Prepared by the method of Example 367, substituting (S)-0-ethyl-2- 
hydroxymethyl pyrrolidine for (lS,4S)-2-aza-5-oxa-bicycio[2.2. 1 Jheptane. 
mp:5 3 180°C; 

MS (FAB)" m/z calc'd for C 24 H, 5 N ; CVBr: 508.1283. found: 508.1285. 
IR(cnV')ofsalt: 3438. 3302.2974. 1637, 1609, 1588, 1554, 1440, 1374, 111 I. 
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Step a. (S)-0-ethvl-2-hvdroxymethYlpvrroiidine 

A suspension of (S)"N-tenbutyloxycarbon>i-2-hydroxymcihy!pyrrolidinc (1006mg) and 
emshed NaOH (800mg) in DMSO (20ml) was treated with ethyl iodide (560ml). After the 
suspension had been stirred for 45m. the reaction mixture was partitioned between 0.2M 
aq KH : P0 4 and Et,0, worked up as usual, and concentrated. A solution of the 
intermediate ( 1 .04g) in MeOH (10ml) was treated with cone aq HC1 ( 1 .5ml) and stirred 
over the weekend. The reaction mixture was concentrated and partitioned between 3M aq 
K. 3 P0 4 and Et 2 0, worked up as usual, and concentrated to give the desired amine 

Example 410 

4>amino-5-(3-bromonhenvl)-7-('6-(('2S.3SV2 > 3-dimethvl-l t 4-dioxa-8-azaspiror4.51decan' 
8-vlV3-Dvridazinvl)nvridof2,3-dlpvrimidine 
Prepared by the method of Example 327, substituting (2S,3S)-2,3-dimethyl-l,4-dioxa-8- 
azaspiro(4.5]decane for 4,4-ethylenedioxypiperdine and using 1 ,2,4-trichlorobenzene as cosolvent 
with formamide at 200°C in the final cyclization. 

mp: 6>235°C; MS (FABV m/zcalc'd for C 26 H 27 NA 8 'Br: 550.1389, found: 550.1374. 
IR(cm '): 3477,3046, 2968, 1578, 1559, 1460, 1410, 1353, 1251, 1113. 

4 1 0a. 4.4-f 1 S,2S-dimethvlethanedioxv)piperidine 

N-tertbutyloxycarbonylpiperidi-N-4-one (2.59g), (2S.3S)-butanediol (1 .464g), and a catalytic 
amount of p-toluenesulphonic acid were dissolved into benzene (25ml) within a flask fitted with a 
Dean-Stark trap and condenser, and refluxed Iday. The reaction mixture was partitioned between 
aq NaHCOj and ether, and worked up as usual. Chromatographcd (CH 3 CN/CH 2 CU). This 
intermediate (3.78g) was dissolved into CH : Ci, (10ml) and treated with TFA (3ml). After 90m 
more TFA (0.5ml) was added, and after another 90min the reaction mixture was concentrated, 
then cone'd from CHC1„ then from toluene. The intermediate, 6-acetyl-3-chloropyridazine 
(2.03g), and diisopropylethylamine (9.75ml) were dissolved into methanol (55ml) and heated at 
55°C for 2d. The reaction mixture was added to Et.O and 1M pH7 aq potassium phosphate buffer 
and worked up as usual. Purified by column chromatography (EtOAc/Hexanes). 
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Example 41 1 _ 

4>amino-5-( 3-bromophenvl)- 7-( 6-(4.4-( cis- 1 2 -dioxvc vclopcntvl )pi peridinvlV3 - 
Pvridazmvl)pvridof2.3-d1nvrimidine 
Prepared by the method of Example 410 (A-3 12378), substituting cis- 1,2- 
dihydroxycyclopentane for (2S,3S)-butanediol. 
mp: unmelted at 300°C; 

MS (FAB)* m/zcalc'd for C 37 H 27 N 7 0/'Br: 562.1389, found: 562.1382. 
IR(cm '): 3478, 3081,2959, 1578, 1560, 1460, 1406, 1351, 1246, 1109. 

Example 4 1 2 

4-amino-5-( , 3-bromonhenvn-7-(6-(4-acetvl-l-oxa-4.8-diazaspiro[4.5]decan-8>vl)-3- 
pvridazinvnpvridof2.3-d1pvrimidine 
4-Acetyl-l-oxa-4,8-diazaspirol4.5]decane (341mg) was dissolved into CH 2 C1 2 (0.5ml) and 
treated with TFA (1ml). After 20m the reaction mixture was concentrated. The intermediate, 
potassium carbonate (552mg), and 4-aminco-(3-bromophenyl)-7-(6-chloropyridaz-3- 
y0pyrido[2,3-d]pyrimidine (I65mg), prepared in Example 367, were suspended in DMSO (2ml) 
and heated 6h at 120°C. The reaction mixture was partitioned between brine and CH 2 C1> and 
worked up as usual. Purification by chromatography (CH 3 OH/ CH 3 CN/CH 2 C1 2 ) provided the title 
compound.. 

mp: dec 260°C (sweats and turns deep brown 220°C); MS (FAB)* m/z calc'd for C :6 H 26 N,0 2 8l Br: 
563.1342, found: 563.1329. 

IRCcm-'): 3487, 3308, 1626, 1578. 1553, 1461, 1416, 1353, 1254. 1073. 
4 1 2a. 

N-tertbutyloxycarbonyl-4-oxopiperidine (996mg) and 2-aminoethanoi (320ml) were 
dissolved into ethanol (5ml). After 4h, the reaction mixture was concentrated, and the residue 
dissolved into CH 2 C1 2 (8ml) and pyridine (2ml). Acetyl chloride (360ml) was added and the 
mixture was stirred overnight. More acetyl chloride (350ml) was added then and the same 
amount 2h later. After 1 5m more, the reaction mixture was quenched with aq NaHCO, and 
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worked up as usual but with NaHCO, and NaCl in each aqueous wash. This intermeadiate was 
purified by chromatography (EtOAc/Hexanes). 

Example 413 

4-amino-5-(3-bromonhenvn-7-(6-(f2R.3RV2.3-bis(methoxvmethvl)-1.4-dioxa-8- 
azaspiro[4.51decan-8-vl)-3-pvridazinvnpvridor2.3~dlpvrimidine 
Prepared following the procedure according to Example 412 (A-3 14908). substituting 
(2R,3R)-2,3-bis(methoxymethy 1)- 1 ,4-dioxa-8-azaspiro[4.5]decane for 4 1 2a. 
mp: 5>130°C; MS (FAB)* m/z calc'd for C 28 H 31 N 7 0 4 79 Bn 608.1615, found: 608.1614. 
IR(cm'): 3486,3304.2928, 1578, 1554, 1461, 1407, 1352, 1235, 1106. 

Example 414 

4-aminO'5-0-bromophenvh-7-(6-( , 4.4-(ciS'3.4-dioxv-oxacvclopcntvl^piperidinvlV3- 
nvridazinvnpvridof2.3~d1pvrimidine 
Prepared following the procedure of Example 412 (A-3 14908), substituting 4,4-(cis-3,4- 
dioxy-oxacyclopentane)piperidine for 412a. 

mp: 5 3 280°C; MS (FAB)' m/z calc'd for C 26 H 2S N 7 0 J "Br: 562.1202, found: 562.1209. 
IR (cm' 1 ): 3475,3293,3094, 1577, 1559, 1461, 1410, 1355. 1229, III I. 

Example 415 

4-amino-5-(3-bromonhenvl)-7-(6-(3-methoxv-1.5-dioxa-9-azaspirof5.51undecan-9-vl)-3- 
pvridazinvnDvridof2.3-d]pvrimidine 
Prepared following the procedure of Example 412 (A-3 14908), substituting 3-methoxy- 
l,5-dioxa-9-azaspiro[5.5jundecane for 412a. 

mp: S > 2 75°C; MS (FAB)* m/z calc'd for C,J I 27 N 7 0 3 7 *Br: 564.1359, found: 564.1354. 
IR(cm'): 3478.3293,3070, 1574, 1564. 1162. 1407, 1349, 1227. 1147, 1101. 



Example 416 

4-amtno-5-{'3-bromophenvlV7-(6-(L5-dioxa-3-hvdroxvmethvl-9-a7aspirof5.51undecan-9- 
vIV3-pvridazinv n P vrido[2.3-d1pvrimidine 
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Prepared following the procedure of Example 412, substituting l,5-dioxa-3- 
hydroxymethyl-9-azaspiro[5.5]undecane for 4 1 2a. and adding butanol during the work-up. 
mp: unnielted at 300°C (sweats/shrivels >270 C C); MS (ESI)' m/z: 564/566. 
IR(cirf'): 3475,3302, 1578. 1554. 1462, I409 T 1354. 1237, 1146 : 1100. 

Example 417 

4-aminoo-(3-hromonhcnvl)-7-(6-(1.7.14-trioxa-l l-azadispiror4.2.5.21pentadecan-l 1-vD- 
3-pyrida Z tnyl)p Y ridor2 1 3-dlpyrimidine 
Prepared following the procedure of Example 412 (A-314908), substituting 1,7,14-trioxa- 
1 l-azadispiro[4.2.5.2]pentadecane for 412a. * 
mp: unmelted at 300°C; MS (ESI)" m/z: 590/592. 

IR(cm-'): 3476, 3295,3087. 2968. 1577, 1562, 1465. 1419. 1356. 1149, 1099. 

Example 418 

4-amino-5-r4-tetrahvdropvranvlV7^4.4-ethvlenediQ xvpiperdinvnpvridor2.3-d1pvrimidine 

Prepared following the procedure according to Example 327, substituting l,l-dicyano-3- 
(4-tetrahydropyranyl)ethene from Example 292 for 3-bromobenzaldehyde, and 6-acety!-3- 
chloropyridazine for 5-acetyl-2-chloropyridine at room temperature rather than reflux, 
mp: unmelted at 300°C: MS (FAB)' m/z calc'd for C,,H 27 N 7 0 3 : 450.2254 ? found: 450.2266. 
lR(crn'): 3544,3304,2938, 1579, 1557, 1468, 1415, 1355, 1240, 1104. 

Example 419 

4"amino-5-(3-bromophenvn-7-( r 6-f4-morpholinvliminopiperidinvl V3-pyridvl)pyridof2.3- 

dlpyrimidine 

Prepared as described for Example 359: substituting 4-aminomorpholine for 
ethoxylamine hydrochloride. 
MS (DCI/NFT,) m/z 559 (M+H)*; 
IR(cm-'): 1643, 1602, 1557. 



Example 420 
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4-amino-5-(3"bromophenvlV7-r6-(4-rN-methvipiperazinvhiminopiperidinvl )-3- 
pvridyr)pvTido[2.3>d]pvrimidine 
Prepared as described for Example 4 1 9 except substituting 1 -amino- 4-N- 
methylpiperazine for 1 -aminomorpholine. 
MS (DCI) m/e 572 (M+H r ; 
IR 1647. 1602, 1559. 



Example 42 1 

4-amino-5-(3-bromophenyl)-7-(6-(4-( 1 .2.4-triazol- 1 -vpiminopipcridinvl )-3- ,; 
10 pvridvnpvridor2.3-dlpyrimidine ; 

Prepared as described for Example 41 9 except substituting 4-amino- 1 .2,4-triazole 
for 1 -aminomorpholine 
MS(DCi)m/e 541 (M+H'"; 
25 IR 1602. 1580. 

15 

Example 422 

4-amino-5-(3-indolvlV7-f6-morpholinvl-3-pvridvnpvrido|"2.3-d]pvrimidine 
The title compound was prepared following the procedure of Example 396 except 
substituting 3-indolyIcarboxaIdehyde for 2 ? 5-dichlorobenzaldehyde. 
20 MS(DCI) ? m/z 424. 

H' NMR (DMSO-d 6 ) d. 1 1.81 (s, 1H), 9.05 (d, 1H). 8.5 (s, III), 8.45 (dd, 1H), 7.84 (s, 
2H), 7.55 (d, 1H), 7.40 (d, 1H), 7.25 (t, 1H), 7.10 (t, lH) t 6.58 (d, 1H), 3.72 (m, 4H), 3.6 
(m, 4H). 

40 25 Example 423 

4-amino-5-(5-indolyn-7-(6-morpholinvl-3-pvridvi)pyrido[2,3-d]pYrimidine 
The title compound was prepared following the procedure of Example 422 except 
45 substituting 5-indolylcarboxaldehyde for 3-indolylcarboxaldehyde, which was prepared 

according to the procedure of Mover et. al. Journal of Organic Chemistry, 51_. 5106-5 1 10. 
30 1986. 
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MS(DCI). m/z 452. 

IR (mic. cm' 1 ) 3448. 1 557. 1 503. 1 234. 943. 

10 Example 424 

5 4-amino-5-(3-bromophenvn-7'(6-(4-elhv}piperidinvIcarboxvlate)o-DvridvnDvrido[2,3- 

dlpyrimidine 

15 Prepared following the procedures of Example 327 except substituting ethyl 4- 

piperidinecarboxylate for 4,4-ethlenedioxypiperidine. 

MS (DCI) m/e 533 (M+H>*; 

10 IR(mic.,cm a| 1604, 1592, 1560 
20 s . 

Example 425 

4-aminoo-(3-bromophenvlV7'(2-phenvlmethvl-3(2HVpvridazinone-6-vl)pvridor2J' 
25 dlpyrimidine 
15 step a 3-acetvl-6-hvdroxvpvridazine 

A solution of 3-acetyl-6-chloropyridazine (prepared in Example 246 step b)(6.0 g, 
38.4 mmoi) and aq. 3N HCl (70 mmol) in THF (100 mL) was heated at 60°C for 4 h, 
30 cooled to ambient temperature, concentrated and chromatographed on silica gel (30% 

EtOAc-hexane) to obtain the desired compound (3.3 g, 62%). 'H NMR (CDC1 3 , 300 
20 MHz) o 12.42 (broad s ; 1H), 7.98 (d, J=9.0 Hz, IH), 7.02 (d f >9.0 Hz, 1H), 2.58 (s, 3H); 
MSm/z(DCl) 139(M+H)\ 

step b 6-acetvl-2-phenvlmethvl-3(2H)-nvridazinone 

A solution of 3-acetyl-6-hydroxypyridazine (2.9 g, 21.0 mmol). benzyl bromide 
40 25 (2.8 mL. 23.0 mmol) and KOH (1.3 g, 23.0 mmol) in DMF (45 mL) was stirred at ambient 

temperature for 15 h. The mixture was diluted with EtOAc and washed twice with water. 
Aqueous layer was extracted with EtOAc and combined organic fractions concentrated 
and chromatographed (10-25%EtOAc-hexane) to obtain of the desired 6-acetvl-2- 

45 

phenylmethyl-3(2H)-pyridazinone (3.6 g. 75%) as an oil. 'H NMR (CDCI V 300 
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MHz) 6 7.80 )d, J=9.2 Hz, III). 7.48-7.27 (m, 5H), 6.90 (d, J=9.2 Hz. I U\ 5.38 (s. 2H). 
2.51 (s. 3H): MS m/z (DCI) 229 (M+H)'. 

The title compound was prepared as described in Example 327 except substituting 
6-acetyI-2-pheny Imethy 1-3(2 H)-pyridazinune for 3-acetyl-(4,4- 
5 ethyienedioxypiperidinyl)pyridine 
MS (DCI) m/e 485 (M+H>*; 
IR 1640. 1618, 1560. 

Example 426 .-. 
10 4-amino-5-(3-bromophenYn-7-(6-(4-(mornholinvlcarboxamide)piperidinvl)-3^ 

pvridvOpvridof2.3-d]pyrimidine 
" . The title compound was prepared following the procedure of Example 424 except 
substituting 3-acetyl-6-(4-N-morphoiinylcarboxamide)piperidinyl)pyridine for ethyl-4- 
piperidinecarboxylate derivative. 
1 5 MS (ESI+), m/z 575 (M+H) + ; 

IR (MIC); cm' 1 , 3486, 1557, 1211, 933. 



3-acetyl-6-(4-N-morpholinylcarboxamide)piperidinyI)pyridine: 

2-chloro-5-acetylpyridine (6g) and ethyl isonipecotate (6.1g) was relfuxed in 

20 ethanol. The volatiles were evaporated to leave 2-(r-ethyl isonipecoticate)-4- 

acetylpyridine. This material was treated with aqueous lithium hydroxide, followed by 
acidification and filtration. The resulting acid (1 .5 g) was treated with morpholine (2.4 g), 
hydroxy benzotriazole (1.3g) and l-(3-Dimethylaminopropyl)-3-carbodiimide. to afford the 
desired compound . 

25 MS (DCI) m/z. 3 1 8 (M+H)*. 



Example 427 

4-amino-5-(3-bromophenvl)-7-(6-(4-fN-morpholinviaminocarboxamide)pipcridirivn-3 
Pvridyl)pvridor2.3-d1pvrimidine 
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Prepared following the procedure of Example 426 except substituting 4- 
aminomorpholinc for morpholine. 
MS (ESI) m/z589 (M+H)*; 
IR (cnV»)3490, 1557. 1351, 1111. 

Example 428 

4-amino-5-(3'bromoDhenvlV7-f6^r4-fN.N-dimethvlaminocarboxamidc)pineridinvlV3- 
pyridvl)pvridof2.3-d1pyrimidine 
Prepared following the procedure of Example 426 except substituting 
dimethylamine for morpholine. 
MS (ESI) mz532 (M+HV; 

H' NMR(300 MHz; DMSO-d v S9.05 (d,lH), 8.52 (s, 1H), 8.44 (dd, 1H), 7.85 (s,2H), 
7.78 (dl, 1H), 7.55 (s, LH), 6.99(d, IH), 4.49 (d, 2H), 3.09 (s, 2H), 3.00 (m, 3H) f 2.80(s ? 
3H), 1.7 (m, 2H), 1.54 (m,2H). 

Example 429 

4-amino-5-n-bromophenvn-7-(6-(4-fN-methyl'N-methoxvethvlcarboxamide)piperidinvlV 
3-pvridvlk>vridof2.3-d1p\Timidine 
Prepared following the procedure of Example 426 except substituting N-methyl-N- 
methoxycthylamine for morpholine.. 
MS (ES1+) m/z 576, (M+H)*; 
IR (mic, cm 1 ) 3489 : 1555, 1118, 936. 

Example 430 

4-amino-5-(4-quinolvlV7-f6-morpholinvl>3-pvridvl)pvridof2.3-d1p\Timidine 
Prepared following the procedure of 392, substituting 4-quinolinecarboxaldchyde 

for 2,3-dichlorobenzaldehyde. 

MS.(ESl+).m/z436(M+Hy: 

IRdniccm* 1 ) 3488. 1580. 1557. 1227,936. 
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Example 43 1 

4-amino-5-0-bromophenvl>-7-(6-(4^rN-methoxvcthvlcarboxarnide , )nipcridinviV3- 
Pvridvl)pvridof2.3-d1pyrimidine 
Prepared following the procedure of Example 426, except substituting N- 
methoxyethylamine for morpholine... 
MS (ESI+) M/z 564, (M+H)*; 
IR(cm •')3310, 1560, 1210, 954. 

Example 432 .' ' r 

. " 4-aminov5'n'bromonhenvlV7-(6-(4-hvdroxvmethvlpiperidinvlV3-pvridvnpvridop t 3- 

dlpvrimidine 

Prepared as described for Example 370 except substituting 4- 
hydroxypi peri dnepiperi dine for 4-methoxypiperidine. which was prepared as follows: 
ethyl isonipecotate (10g)was treated with lithium aluminum hydride (2.53g) in 
tetrahydrofuran for 36 hours. 
MS. (ESI+) m/z 491 (M+H)\ 

Example 433 

4-amino-5-(2>bromophenvlV7-(6-(1.4-dioxa^-azaspiror4.5Idecan-8-vl)-3- 
pvridyl)pyridof2.3-dlpvrimidine 

Prepared as described for Example 370 except substituting l,4-dioxa-8- 
azaspiro[4.5]decane for 4-methoxypiperidine and substituting the dicyanosryrene derived 
from 2-bromobenzaldehyde instead of the 3-bromodcrivative. 

'HNMR(300 MHz, d.-DMSO) 5 9.05 (d, lH),8.53(s. IH). 8.44 (dd. I H) y 7.91 (d, 1H), 
7.83 (s. IH), 7.66 (d, 2H), 7.56 (m, 1H),7.04 (d, IH), 3.93 (s. 3H) S 3.77 (m, 4H), l.67(m, 
4H); 

MS (ESI) m/z 519/521 (M>H, 70 Br/ J, Br). 

Example 434 
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4-amino-5-f2-bromophenvIV7-f6>(4.hvdroxvnipcridinvlV3-pvridvr)nvridof2.3- 

dlpvrimidine 

Prepared as described for Example 433 except substituting 4-hydroxypiperidine for 
4,4-ethylenedioxypiperidine. IR (KBr pellet) v ma , 3485, 3298. 3198, 2938, 2848, 1600, 
1574, 1557, 1357, 1225, 1024,766 cm'; 
MS (ESI) m/z 477/479 (Nf+H, 79 Br/ 3, Br). 

Example 435 
4-amino-5-(3-bromophenviy7-(6-(4-N-acetvlp^ 

dlpvrimidine ' 
Prepared as described for Example 370 except substituting 1-acetylpiperazine for 
4-methoxypiperidine. 

l H NMR (300 MHz, d 6 -DMSO) 5 9.09 (d, 1H), 8.53 (s, 1H), 8.48 (dd, 1H), 7.86 (s, 1H), 
7.85 (s, 1H), 7.78 (dt, 1H), 7.54 (m, 2H), 7.00 (d, 1H), 3.63-3.73 (m, 4H), 3.55-3.59 (m, 
4H), 2.06 (s, 3H); 

MS (ESI) m/z 504/506 (M'+R 7 >Br/ 8l Br). 

Example 436 

4-amino-5-(3-bromophenylV7-(6-(4-cvanopiperidinvl)-3-pyridyl)pYrido{'2,3-dlpvrimidine 

Prepared as described for Example 370 except substituting 4-cyanopiperidine for 
4-methoxypiperidine, which was prepared as follows: isonipecotamide was heated in 
POClj at reflux for 2 hours and then was cooled to rt. Most of the POCi 3 was removed in 
vacuo, and the remaining syrup was carefully quenched with ice. The melted aqueous 
solution was extracted with CH 2 C1,. and the combined organic extracts were dried over 
Na 2 S0 4 Removal of the solvent in vacuo afforded 4-cyanopiperidine as a grey-white semi- 
solid. 

*H NMR (300 MHz, d 6 -DMSO) 6 9.07 (d, 1H). 8.53 (s, 1H), 8.45 (dd, 1H) ; 7.85 (m, 2H), 
7.76-7.80 (m. 1H), 7.52 (m, 2H), 7.02 (d. 1H), 3.95-4.02 (m, 2H), 3.46-3.55 (m, 2H), 3.17 
(m,lH). 1.94-1.99 (m,2H), 1.74-1 .80 (m. 2H); 
MS (ESI) m/z 486/488 (M*+H, 79 Br/ 8> Br). 
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Example 437 

4-aminQ'5-(3-brQmophenvl)-7-(6-(4-N-(4-fluorophenvl)piperazinvlV3-pvridvl)pvridor2.3- 

dlpyrimidine 

Prepared as described for Example 370 except substituting l-(4- 
fluorophenyl)piperazine for 4-methoxypiperidine. 

'H NMR (300 MHz, d.-DMSO) 5 9.10 (d, 1H), 8.53 (s, IH), 8.48 (dd, IH) : 7.85 (m, 2H), 
7.78 (dt, lH),7.55(m, 2H), 7.00-7.1 1 (m, 5H), 3.81 (m,4H), 3.21 (m, 4H); 
MS (ESI) m/z 556/558 (M T +H, 79 Br/ 8 'Br). 

Example 438 

' 4-amino-5-('4-fluorophenvlV7-f6-mornholinvl-3>pvridvnpvridor2.3-d1nvrim*tdinc 
Prepared as described for Example 370 except substituting morpholine for 4- 
methoxypiperidine and substituting the dicyanostyrene derived from 4-fluorobenzaldehyde 
instead of the 3-bromoderivative. 

'H NMR (300 MHz, d 5 -DMSO) 5 9.08 (d, IH), 8.53 (s, IH), 8.47 <dd, 1H), 7.83 (s, 1H), 
7.65 (m, 2H), 7.44 (m, 2H), 6.99 (d, 1 H), 3.59-3.73 (m, 8H); 
MS (ESI) m/z 403 (M + +H). 

Example 440 

4-amino-5-(3-bromophenvr)-7-(4-morpholinvlbenzenesulfonamide)pvridor2,3- 

dlpyrimidine 

Step a 3-acetvl-6-morpholinYlbenzenesulphonamide 

A solution of 4-acetylbenzenesulfonyl chloride in CH : CL at -78° is treated with 2 
equivalents of morpholine. The mixture is stirred at -78° for 1 hour and then warmed to rt 
and stirred for 2 additional hours. After this time, the mixture is diluted with EtOAc and 
is washed with water and brine. The solution is dried (NajSO,) and concentrated in vacuo 
to afford the desired 3-acetyl-6-morpholinylbenzenesulphonamide. 
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Step b 2-amino-3-cvano-4-n-hromophenvlV6-f6- 
morpholinvibenzcnesulnhonamide)Dvridine 

3-acetyl-6-morpholinylbenzcnesulphonamide is then cyclized as described in 
example 244. using dicyanostyrcnc derived from 3-bromobenzaJdehyde, to the desired 2- 
amino-3-cyano-4-(3-bromophenyI)-6-( 6-morpholinylbenzenesulphonamide)pyridine 

The material prepared in step b is converted to the title compound by cyclization 
with trisformarnide using conditions described in Example 370. 

. 'H NMR (300 MHz, uVDMSO) 6 8.62 (s, IH), 8.60 (d, 2H), 8.05 (s, IH), 7.89-7.92 (m, 

3H), 7.81 (dt, IH), 7.53-7.63 (m, 2H), 3.65 (m, 4H), 2.94 (m,4H); 

MS (ESI) m/z 526/528 (N-r+H/W Br). , . J* 

Example 44 1 

4-amino-5-(3-bromophenvn-7-(4-N-1.4-dioxa-8-azasr>iror4.51decan~8- 
vlbenzenesulfonami de)p\Tidof2.3-dlpvrimidine 
Prepared as described for Example 440 except substituting 1 .4-dioxa-8- 
azaspiro[4.5]decane for morpholine in step a. 

'H NMR (300 MHz, d 6 -DMSO) 8 8.62 (s, IH), 8.58 (d, 2H), 8.05 (s, IH), 7.91-7.93 (m, 
3H), 7.80 (dt, IH), 7.53-7.63 (m, 2H), 3.80 (s, 4H), 3.06 (m, 4H), 1.69 (m, 4H); 
MS (ESI) m/2 582/584 (M>H, 'WBr). 

Example 442 

4-amino-5-( r 3-bromophenvn-7-(4-N-cvclopropvlbenzenesulfonamide)pvridor2.3- 

dlpyrimidine 

Prepared as described tor Example 440 except substituting n-cyclopropyiamine for 
morpholine in step a. 

IR ( KB r pellet) 3478.3301,3059,2847. 2761,2664, 1730, 1696, 1642, 1579.1567, 
I486. 1349. 1327, 1 156, 1094, 887, 844, 828. 798 cm '; 
MS (ESI) 496/498 (M'+H, 79 Br/ 8, Br). 

Example 443 
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4-aminoo-0-brumophenvl)-7-(4-piperidinebenzcncsulfo^ 

Prepared as described for Example 440 except substituting piperidine for 
morpholine in step a 

'H NMR (300 MHz. d 6 -DMSO) 6 8.61 (s. IH). 8.57 (d. 2H) f 8.02 (s, 1H). 7.88-7.90 (m, 
3H) ? 7.80 (dt, IH), 7.53-7.62 (m. 2H). 2.95 (m,4H), 1.56 (m ; 4H), 1.38 (m,2H); 
MS (ESI) 524/526 (M"+H. 79 Br/ ai Br). 



Example 444 

4-amino-5-r3-bromophenvl)-7-(4-f4-cvanopiperidin e)benzenesulfonamide)Dvridor2.3- 
10 dlpyrimidine 

Prepared as described for Example 440 except substituting 4-cyanopiperidine 
(prepared in Ex. 436) for morpholine in step a. 

'H NMR (300 MHz, d 6 -DMSO) 5 8.62 (s, IH), 8.60 (d, 111), 8.05 (s, 1H), 7.93 (s, 1H), 
25 7.90 (m, 2H), 7.81 (dt, IH), 7.53-7.63 (m, 2H), 3.24 (m, 2H), 2.94 (m, IH), 2.80 (m, 2H), 

15 1.95 (m,2H), 1.77 (m ? 2H); 

MS (ESI) 549/551 (M'+H : 7 WBr). 

30 

Example 445 

4-amino-5-0-bromophenvr)-7-(4-N-cvclopropvlmethvlbcnzenesulfonamide)pvridor2.3- 
20 dlpyrimidine 
35 Prepared as described for Example 440 except substituting 

cyclopropylmethylamine for morpholine in step a. 

'H NMR (300 MHz, d 6 -DMSO) 6 8.61 (s. IH), 8.52 (d, 2H), 8.01 (d, 1 H), 7.96 (d, 2H), 
7.79-7.90 (m. 3H). 7.56 (m. 2H), 2.73 (m, 2H), 0.81 (m, IH), 0.34 (m, 2H), 0.09 (m, 2H); 
40 25 MS (ESI) m/z 510/512 (M"+H. "Br/ R1 Br). 



Example 446 

4-amino-5-(3-bromophenyl)-7-(4-N.N-dimcthvlaminoben2enesulfonamide)pyridof2.3- 

dlpvrimidine 
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Prepared as described for Example 440 except substituting dimethylamine for 
morpholine in step a. 

'H NMR (300 MHz. d ft -DMSO) 5 8.62 (s. 1 H). 8.59 (d, 2H). 8.04 (s, 1 H), 7.90-7.93 (m, 
3H), 7.81 (dt. IH), 7.53-7.63 (m. 2H) ? 2.67 (s ? 6H); 
MS (ESI) m/'z 484/486 (M'+H. T9 Br/"'Br). 

Example 447 
4>amino-5-(3.bromoDhenvn-7-(4-N-(SV2- 
hvdroxvmethvlpvrrolidinebenzenesulfQna midelDvridor2.3-d1pvrimidine 
Prepared as described for Example 440 except substituting (S-(+)-2- r 
hydroxymethylpyrrolidine for morpholine in step a. 

'H NMR (300 MHz. d 6 -DMSO) 5 8.61 (s, IH), 8.56 (d, 2H), 8.03 (s, IH), 7.99 (d, 2H) ; 
7.90 (m, IH), 7.81 (dt, IH), 7.53-7.62 (m. 2H), 4.87 (t, 1H) ? 3.57 (m, 2H), 3.12 (m, 2H), 
1.79 (m,2H), 1.44(m,2H); 
MS (ESI) m/z 540/542 (M>H, 7 WBr). 

Example 448 

4-amino-5-(3-bromophenvh-7-(4-(4-hvdroxvpiperidine)benzenesulfonamide)pvrido[2.3- 

dlpyrimidine 

Prepared as described for Example 440 except substituting 4- hydroxy pi per id ine for 
morpholine in step a. 

'H NMR (d 6 -DMSO) 5 8.62 (s, IH), 8.59 (d, 2H), 8.04 (s, IH), 7.90-7.94 (m ? 3H), 7.81 
(dt, IH), 7.52-7.63 (m, 2H), 4.86 {m, IH), 3.06 (m,4H), 1.91 (m, 2H), 1.69(n% 2H); 
MS (ESI )m/z 540/542 (M*+H, ^Br^Br). 

Example 449 
4-amino-5-(3-bromophenvlV7-(4-(cis-3.5- 
dimethvlmorpholinvnbenzenesulfonamide)nvridof2.3-d)pYrimidine 
Prepared as described for Example 440 except substituting cis-2.6- 
dimethylmorpholine for morpholine in step a. 
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■H NMR (300 MHz, d»-DMSO) 5 8.62 (s, 1H) ; 8.59 (d, 2H). 8.04 (s. IH), 7.90 (m, 3 H), 
7.80 (dt. 1H), 7.52-7.61 (m, 2H), 3.53-3.66 (m, 4H) ? 1.89 (m f 2H), 1.05 (d ? 6H): 
MS (ESI) mlz 554/556 (M*+H, T9 Br/ a, Br). 

Example 450 

4-amino-5-(3-bromophenvl)-7-(3-fluoro-4-thiomorDholinvlDhenvl , )pvrido|'2.3- 
dlpyrimidine 

Prepared as described for Example 370 using steps a and b except substituting 3- 
fluoro-4-thiomorpholinylacetophenone for 5-acety-2-chloropyridine in step a which was 
prepared as follows 3\4'-difluoroacetophenone and thiomorpholine are stirred in DMSO 
at 100° for 12 hours. The mixture is cooled and quenched with water. The resulting beige 
solid, 3*-fluoro-4 , thiomorpholino-acetophenone. was collected by filtration and washed 
with water. 

l H NMR (300 MHz, d^-DMSO) 5 8.55 (s, 1H), 8.1 1 (m, 1H), 7.91 (s, 1H), 7.86 (m, 1H), 
7.78 (dt. III), 7.55 (m. 2H), 7.19 (t, 1H), 3.41 (m, 4H), 2.77 (m. 4H); 
MS (ESI) m/z 496/498 (M+H, 79 Br/ a, Br). 

Example 451 
4-amino-5-f4-fluorophenyiy7-r6-fthiomo 

Prepared as described in Example 370 except substituting thiomorpholine for 4- 
methoxypiperidine component and dicyanostyrene derived from 4-fluorobenzaldehyde for 
the 3-bromo derivative. 

'H NMR (300 MHz,d G -DMSO)S9.06(d, !H), 8.52 (s, IH), 8.44 (dd, 1H), 7.82 (s, 1H), 
7.64 (n% 2H), 7.44 (m, 2H), 7.01 (d 5 1 H), 4.03 (m, 4H), 2.65 (m, 4H); 
MS (ESI) m/z4l9(M'+H). 

Example 452 

4-amino-5-f4-fluorophenvl)-7-('6-f4.4-dioxothiomorpholinvn'3-pvridvl)pvridof2.3- 

dlpyrimidine 
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Prepared by substituting Example 451 for Example 33 1 as described in Example 

332. 

'H NMR (300 MHz. d„-DMSO) 5 9.10 (d, lH) ? 8.53(s, 1H). 8.51 (dd. IH). 7.85 (s, 1H), 
7.65 (m. 2H), 7.44 (m. 2H) ; 7. 1 8 (d, 1 H), 4. 1 8 (m, 4H), 3.18 (m. 411); 
MS (ESI)m/z45I (M'+H). 

Example 453 

4-methoxY-5-(3-bromophenvl)-7-(6-morpholinvl-3-pvridvl)pvrido[2 T 3-dbvrimidine 
Step a 4-hvdroxv-5-0-bromophenvlV7-(6-moroholinvl'3-pvridvnpyridof2.3»- . 

dlpvrimidine * ■ .» 

Example 134 was dissloved in 10:1 acetic acid : water. The mixture was heated to 
reflux for 1 day and cooled. The desired product was collected by filtration. 

The 4-hydroxyo-(3-bromophenyl)-7-(6-morpholinyU3-pyridyl)pyrido[2..3- 
d]pyrimidine was treated with K 2 C0 3 (5 eq) and 18-crown-6 (7 eq) in DMF at rt. After 1 
hour, methyl iodide (30 eq) added, and the reaction continued to stir at rt. After 3 hours, 
the reaction was quenched with water, and the resulting solid was collected by filtration 
and purified by chromatography to afford the the title compound. 
'H NMR (300 MHz, d 6 -DMSO) 5 9.07 (d, 1H), 8.60 (s, 1H), 8.45 (dd, IH), 7.83 (s, IH), 
7.60 (m, 2H), 7.39 (m, 2H), 6.98 (d, IH), 3.61-3.73 (m, 8H), 3.38 (s, 3H); 
MS (ESI) m/z 478/480 (M T +H, "Br^'Br). 

Example 454 

4-aminoo-(3-bromODhenvh-7-(4-f4-dioxa-8-azaspiro("4.51decan-8- 
ylcarboxamide 1 )phenvl)pvridor2.3'dlpvrimidine 
step a 4-acetvlbenzovlehloride 

4-Acetylbenzoic acid is stirred with thionyl chloride at reflux for 90 min. The 
solution is cooled to roomtemperature. and the thionyl chloride is removed under reduced 
pressure. Residual SOCI, is removed by evaporation with CHXU, and the remaining 
yellow residue is used without furthur purification. 
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Step b 4-(4\4*-elhvlenedioxvpiperidnvl)acetuphenone 

4-acetylbenzoylchloride prepared in step a is dissolved in CH : CU and treated with 
3 eq. of 4.4-ethylenedioxypiperidine. The reaction mixture is stirred overnight at rt and is 
then washed with water and brine. The solution is dried (Na 2 SO t ) and concentrated in 
vacuo to afford the desired amide. 

Stepc 

Example 454 was prepared as described forsteps a and b of Example 370 , 
substituting the 4-(4\4 , -ethyIenedioxypiperidnyl)acetophenone prepared above for the 5- 
acetly-2-chIoropyridine in step a. Substituting the 4-(4' ,4'- .» 
ethylenedioxypipcridnyl)acetophenone prepared in step b for the 5 acetyl . 
'HNMR(300MHz,d,-DMSO) 5 8.59 (s, 1H), 8.39 (d, 211), 7.97 (s, 1H), 7.89 (m, IH) S 
7.80 (dt, 1 H), 7.52-7.60 (m, 4H), 3.92 (s, 4H), 3.70 (m, 2H), 3.40 (m, 2H\ 1 .68 (m, 4H); 
MS (ESI) mJz 548/548 (M~+H, ?9 Br/ 81 Br). 

Example 455 

4-amino-5-(3-bromophenvl)-7'(4>(N-cvclopronvlcarboxamidc')phenvnDvrido[2.3- 

dlpvrimidine 

Prepared as described for Example 454 except substituting cyciopropyl amine for 
4,4-ethylenedioxypiperidine. 

l H NMK (300 MHz, d^DMSO) 5 8.60-8.62 (m, 2H). 8.42 (d. 2H), 7.99 (d, 1H), 7.98 (d, 
1H), 7.52-7.62 (m, 2H), 2.89 (m, IH), 0.67-0.75 (m ; 2H), 0.58-0.63 (m, 2H); 
MS (ESI) ra/z 460/462 (M'+H. Wflr). 

Example 456 

4-amino-5-(3-bromophenvn-7-(4-(morpholinvlcarboxamide)phcnvnnvridof2.3- 

dlnvrimidine 

Prepared as described for Example 454 except substituting morpholinc for 4 T 4- 
ethylcnedioxypiperidinc. 
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'H NMR (300 MHz, d 6 -DMSO) 6 8.74 (s, III), 8.41 (d, 2H). 7.98 (s ? 1H), 7.89 (m. 1H), 
7.80 (dt: 1 h), 7.52-7.61 (m r 4H). 3.52-3.71 (m, 8H); 
MS (ESI) m/z 490/492 (M*+H, 79 Br/*'Br). 

Example 457 

4-amino-5-f3-bromophenv1V7-f6-N-cvcloproDvlamino-3'DvridvnDvridof23-dlDvrimidine 

Prepared as described for Example 370 except substituting cyclopropyl amine for 
4-hydroxypiperidme. 

'H NMR (300 MHz, d^DMSO) 5 8.99 (d, 1H), 8.52 (s, 1H), 8.40 (dd, 1H), 7.83 (m, \H) y 
7.76-.780 (m, 2H), 7.51-7.58 (m, 2H), 7.40 (d, IH), 6.73 (d, lH);2.62(m, 1H), 0.76,(m, 
2H) r 0.48 (m. 2H); 

MS (ESI ) m/z 433/435 (M'+H, 7<) Br/ 8, Br). 

Example 458 

4-amino-5-n-bromophenvl)-7-(4-(4-hvdroxvpiperidinvlcarhoxamide > )nhenvl > )pvridor2 < 3- 

dlpvrimidine 

Prepared as described for Example 454 except substituting 4-hydroxypiperidine for 
4.4-ethylenedioxypiperidine. 

'H NMR (300 MHz. d 6 -DMSO) 6 8.59 (s, 1H), 8.40 (d, 2 H). 8.25 (s ; 1H), 7.97 (s, 1H), 
7.89 (t, 1H), 7.79 (dt $ IH), 7.56 (m, 3H), 5.06 (m, 1H), 3.96 (m, 2H), 3.48 (m, 2H), 1.93 
(m, 2H), 1.64 (m, 2H); 
MS (ESI) m/z 504/506 (M*+H, 7q Br/ 8, Br). 

Example 459 

4-amino-5-r3-bromophenviV7-(6-fS)-hvdroxvmethv]pvrrolidinvl-3- 
Pvridazinvlbvridof2.3-dlpvrimidine 
Prepared as described for Example 367 except substituting (S)-(+)-2- 
hydroxymethlypyrrolidine for ( 1 S,4S)-2-aza-5-oxa-bicyclo[2.2. 1 ]heptane 



-249- 



WO 00/23444 



PCT/LS99/24901 



10 



20 



30 



35 



50 



'HNMR(300 MHz. d.-DMSO) 6 8.58 (s, IH). 8.38 (d, 1H). 8.26 (s. IH), 7.84 (m. IH), 
7.81 (dt, III). 7.57 (2 overlapping m,2H), 7.16(brd. HI), 4.91 (t. 1 H), 3.63 (m.2H).3.44 
(m; 210, 2.05 (m, 4H); 
MS (ESI) m/z 478/480 (M*+H : 7, Br/ s, Br). 



Example 460 

;5 4-amino-5-(3-bromophenvl)-7-(6-(4-(7-ethoxveth^ 

dlpyrimidine 

Prepared as described for Example 370 except substituting 4-(2- 
10 ethoxyethoxy)piperidine for 4-methoxypiperidine. which was prepared as follows. 4- 
Hydroxypiperidine is treated with 1 eq. of Boc 2 0 in CH : CU and stirred at rt for 5 min. 
The solution is then washed with water and brine, dried over Na,S0 4 , and concentrated in 
vacuo. The protected species is then dissolved in DMF and treated with 7 eq. of NaH. 
2 5 The mixture is stirred for 5 min, then 2-ethoxy- 1 -chloroethane (2 eq) is added, and the 

1 5 reaction is stirred at rt overnight. After this time, it is quenched with water and extracted 
with 2:1 ether-hexanes. The organic solution is dried (Na,S0 4 ) and concentrated in vacuo. 
The oil thus obtained is finally stirred in 4M HCl-dioxane for 30 minutes. The solvent 
was removed in vacuo, then the residue was basified with 50% aq. NaOH solution and 
extracted with ether. Drying (Na_>S0 4 ) of the extracts, followed by removal of the solvent 
20 in vacuo, afforded the desired 4-alkoxy-pipcridine. 

'H NMR (300 MHz, d 6 -DMSO) 5 9.05 (d, IH), 8.52 (s, IH), 8.43 (dd, I H) ; 7.85 (m, 2H), 
7.78 (dt, IH), 7.53 (m, 2H), 6.99 (d, IH), 4.07 (m, 2H), 3.56 (m, 2H), 3.48 (m, 2H) 5 3.45 
(q, 2H), 3.29 (m ; 2H), 3.27 (m, 1 H), 1 .92 (m, 2H), 1 .45 (m, 2H), 1. 10 (t, 3H); 
MS (ESI) m/z 549/551 (M*+H, 79 Br/ 8, Br). 
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Example 461 

4-amino-5-(3-bromophenvlV7-C6-hexahvdropvrimidine V3-pvridvl)pvridor2.3- 

dlpyrimidine 
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Prepared as described for Example 370 except substituting hexahydropyrimidinc 
for 4-methoxypiperidine. which was prepared according to Shustov. et al Tetrahedron 
1985.41.5719. 

'H NMR (300 MHz. d.-DMSO) 8 9.23 (d, 1H). 8.89 (s. IH), 8.58 (dd, 1H), 8.21 (s, 1H), 
7.95 (m. iH) r 7.83 (m, 1H). 7.61 (m. 2H). 7.29 (d. 1H). 5.13 (m. 1H) ? 3.91 (m, 2H), 3.69 
(m ? 2H) : 3.32 (m ; 2H), 1.83 (m, 2H); MS (ESI) m/z 462/464 (M~+H. 7 WBr). 

Example 462 

4-amino-5-(4.4-dit1uorocvc[ohxevl)-7-(6-(1.4Kiioxa-8'azaspiror4.5]decan-8-vlV37 . 
pyridv0pyrido[2.3-d1pvrimidine .- 
Prepared as described for Example 370 except substituting 4,4- 
diflubrbcyclohcxylcarboxaldehyde for 3-bromobenzaldehyde and 4.4- 
ethylenedioxypipcridine for for 4-methoxypiperidine. The 4,4- 

difluorocyclohexylcarboxaldehyde was prepared as follows: 4-Oxo-cyclohexanecarboxylic 
acid ethyl ester was stirred with 10 eq of (diethylamino)sulfur trifiuoride in benzene at rt 
for 24 hours. The mixture was diluted with ether and was quenched carefully with 
saturated NaHCO, solution. The organic solution was separated, washed with brine, and 
concentrated in vacuo to afford 4,4-difluoro-cyclohexanecarboxylic acid ethyl ester. This 
material was treated with 1 eq. of DIBAL-H in dry ether at -78° to afford, after workup, 
4,4-difluoro-cyclohexanecarhoxaldchyde. 

■H NMR (300 MHz. d e -DMSO) R 9.13 (d, HI), 8.79 (s 5 III). 8.44 (dd, 1H), 8.06 (s, IH), 
7.10 (d. 1H), 3.94 (s, 4H) f 3.82 (m, 4H), 1 .70 (m, 4H); 
MS (ESI) m/z 483 (M +H). 

Example 463 

4-amino-5-r3-bromoDhenvr)-7-(6-(RV2- emoxvethoxvp vrrolidinvlV3-Dvridvnpvridof2.3- 

dlpyrimidine 

Prepared as described for Example 370 except substituting (S7??)-2- 
ethoxyethoxypynrolidine for for 4-methoxypiperidine. (R)-2-ethoxyethoxypyrrolidinyl was 
prepared as follows: 
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(R)-(+)-3-Pyrroiidinol is treated with 1 cq. of Boc,0 in CH : CK and stirred at rt for 
5 min. The solution is then washed with water and brine, dried over Na,SO a , and 
concentrated in vacuo. The protected species is then dissolved in DMF and treated with 7 
eq. of Nail. The mixture is stirred for 5 min, then 2-ethoxy-l-chIoroethane (2 eq) is 
added, and the reaction is stirred at rt overnight. After this time, it is quenched with water 
and extracted with 2:1 ether-hexanes. The organic solution is dried (Na 2 S0 4 ) and 
concentrated in vacuo. The oil thus obtained is finally stirred in 4M HCI-dioxane for 30 
minutes. The solvent was removed in vacuo, then the residue was basified with 50% aq. 
NaOH solution and extracted with ether. Drying (Na^SOj) of the extracts, followed hy 
removal of the solvent in vacuo, afforded the 3-alkoxy-pyrrolidine derivative. 
'H NMR (300 MHz, d 6 -DMSO) 5 9.06 (d, III), 8.52 (s, IH), 8.44 (dd, 1H). 7.84 (m. 2H), 
7.79 (dt, 1 H), 7.56 (2 overlapping m, 2H), 6.62 (br d. 1H), 4.24 (m. 1 H), 3.58 (m, 4H), 
3.48 (m. 4H), 3.42 (q, 2H), 2.10 (m, 2H), 1.09 (t t 311); MS (ESI) m/z 535/537 (M*+H, 
79 Br/ 8l Br). 

Example 464 

4-amino-5-(3-bromophcnvl)-7-f6Mcis-3.4-dihvdroxvpvrolidinvlV3-pvridvnpvrido[2.3> 

dlpvrimidine 

Was prepared from Example 603 by treatment with 0. 1 eq. Os0 4 and 1 .2 eq. NMO 
in 10% MeOH-CH 2 CI 2 and the mixture was refluxcd for 1 3 hours and was then quenched 
with water and filtered. The solid thus obtained was purified by recrystallization to afford 
the title compound. 

*H NMR (300 MHz, d 6 -DMSO) 5 9.05 (d, 1H), 8.52 (s. Ill), 8.44 (dd, 1H). 7.85-7.77 (m, 
3H), 7.58-7.5 (m, 2H), 6.58 (d, 1H). 5.0 (d, 2H), 4.1 7 (m, 2H), 3.6 (m, 2H). 
MS m/z 480 (M+H)" 

Example 465 

4-amino-5-(3-bromophenvh-7-(6-((3aR.6aSV2-oxo-tetrahvdro-3aH-fl.3ldioxolol4.5- 
clpvrrol-5-vn-3-nvridvnpvridor2.3-d1pvrimidinc 
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Example 464 was stirred with 5 eq. of carbonyl diimidazole and 12 eq. of 
imidazole in DMSO at 100° for 12 hours. The solution was then cooled, quenched with 
water, and the resulting solid was collected by filtration and washed with water. 
Purification by chromatography afforded the title compound. 

l HNMR(300 MHz.d ft -DMSO)5 9.lO(d, 1H) ? 8.54 (s, 1H), 8.51 (dd ? 1H), 7.87 (m, 2H). 
7.78 (dt, 1 H), 7.54 (m, 2H), 6.91 (d, 1H), 5.48 (m, 2H), 4.! 8 (d, 2H). 3.48 (m, 2H); 
MS (ESI) m/z 505/507 (NT+H, 71> Br/ 3, Br). 

Example 466 

4'amino'5-<'3-hromophenvn-7-C6-(cis-2.3-dihvdroxvpvrrolidinvlV3- ■ ; <- 
pyrida7invl)pvridof2,3-dlpvrimidine 
Prepared as described for Example 370 except substituting pyrrolinc for for 4- 
methoxypiperidinc and subsequent oxidation of this material by the following procedure: 
treatment with 0.1 cq. OsO, and 1.2 eq. NMO in 10% MeOH-CHXU containing a few 
drops of glacial acetic acid. The mixture was refluxed for 

1 3 hours and was then quenched with water and filtered. The solid thus obtained was 
purified by rccry stall ization to afford the title compound. 

'HNMR (300 MHz, d 6 -DMSO) 5 8.93 (s, 1H), 8.47 (s, 1H), 8.31 (d, 1H), 7.92 (t. 1H), 
7.83 (dt. 1 H), 7.59 (m, 2H), 7.20 (d, 1H), 4.23 (m, 2H), 3.55 (m, 4H); 
MS (ESI) m/z 480/482 (M f +H, WBr). 

Example 467 

4-amino-5-f3-bromophenvlV7-(6-(S,R-2-hvdroxvmethvl"4-hvdroxvpvrrolidinyn-3- 
pvridvnpyridor2.3-d1 pvrimidine 
Prepared as described for Example 370 except substituting (S,R)-2- 
hydroxymethyI-4-hydroxypyrrolidine for 4-methoxypipcridine, which was prepared as 
follows: N-Boc-hydroxyproline was treated with BH,-SMc, (4 eq) in ether at 
roomtemperature. After 16 hours, the reaction was quenched with water and K,CO, and 
was extracted with EtOAc. The combined extracts were dried and concentrated in vacuo 
to afford N-Boc-hydroxyprolinol. The Boc group was then removed (HCl-dioxane, rt). 
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'H NMR (300 MHz. d 6 -DMSO) ft 9.05 (d, IH). 8.52 (s, IH), 8.42 (dd. IH). 7.82 (m, 2H), 
7.78 (dt, I H). 7.54 (m, 2H) ? 6.66 (d. I H). 5.02 (d. Ill), 4.95 (t, 1H). 4.47 (m, 1 H). 4.23 
(m, 1H) ? 3.46-3.66 (m,4H), 2.16 (m. 1H) ; 1.96 (m. IH); MS (ESI) m/z 493/495 (M'+H. 
"Br^'Br). 

Example 468 

4-aminoo-(3-bromophenvlV7-(6-(R-2'hvdroxvmethvl-4-pvrrolidinvl)-3- 
pyridazinv])pvridof2.3-dlDvrimidine 
Prepared as described for Example 367 except substituting R-2- 
hydroxymethylpyrroiidine for (lS.4SV2-aza-5-oxa-bicyclo(2.2.r-]heptane 
'HNMR (300 MHz, d 6 -DMSO) 5 8.58 (s, IH), 8.38 (d, IH), 8.26 (s, IH), 7.84 (m, IH), 
7.80 (dt. IH). 7.56 (2 overlapping m. 2 H), 7.16 (d, 1 H), 4.89 (t, 1 H) ? 4.23 (br. IH), 3.62 
(m, 2H), 3.45 (m, 2H). 2.05 (m, 4H); MS (ESI) m/z 478/480 (M*+H, 79 Br/*'Br). 

Example 469 

4-amino-5-(3-bromophenyl)-7-f6-(( 1 S.4S)-2-oxa-5-azabicvclor2.2. 1 1heptan-5-vI)-3- 
Pvridvl)pvridof2,3-dbvrimidine 
Prepared as described for Example 370 except substituting (lS,4S)-2-oxa-5- 
azabicyclof2.2. 1 jheptane for 4-methoxypiperidine. which was prepared according to 
Portoghese. ct al J. Med. Chcm 1971, 14, 288 

'H NMR (300 MHz, d 6 -DMSO) 5 9.05 (d, IH). 8.52 (s, IH), 8.43 (dd, IH), 7.82 (m ? 2H). 
7.78 (dt I H), 7.57 (m, 2H), 6.67 (m. IH), 5.01 (s, IH), 4.71 (s, IH), 3.82 (dd. III), 3.68 
(d, IH), 3.54 (dd, IH), 3.38 (d, IH), 1.93 (m,2H); 
MS (ESI) m/z 475/477 (M'+H, 7 >Br/ s, Br). 

Example 470 

4-amino-5-(3-bromoDhenvlV7- (6-f2-imidizolidone-l-vn-3~pvridvnpvridol2.3> 
dlpyrimidine 

Prepared as described for Example 370 except substituting 1 ,2-ethanediamine for 
4-methoxypiperidine and the resuhing crude product was stirred in DMSO with carbonyl 
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diimidazole (4.7 eq) and imidazole (9 eq) at 100° for 16 hours. Solution quenched with 
water, then the solvent was removed by lyophilization. Chromatography of the residue 
afforded the title compound. 

10 IRCKBr pellet) VmM 3363, 3201, 3122, 3049, 2941. 1734. 1645. 1611, 1566. 1484. 1381. 

5 1 270, 1 1 62. 1 058, 808. 78 1 . 767 cm"' ; 
MS (ESI) 462/464 (M'+R ^Br/^Br). 

15 

Example 472 

4-amino-5-f1 . 1 -dimethvU3-butenvlV7-(6-momholinvU3-Dvridvl')pvridor2.3-d1pvrimidine 
10 A mixture of 7.6 mmol of 2,2-dimethyl-4-pentenal (Aldrich Chemical Co.), 24.4 

20 

mmol of l-morpholino-5-acetyIpyridine. 7.6 mmol of malononitrile. and 29 mmol of 
ammonium acetate in ethylene dichloride was heated at 120 °C in a sealed tube for 1 6 
hours. The reaction was cooled, poured into dichloromethane, and washed with water. 
25 The organic phase was dried over Na2S0 4 , concentrated in vacuo, and purified by flash 

1 5 chromatography, eluting with ethyl acetate/dichlorome thane to give the intermediate 
product pyridine. 

A mixture of 1.7 mmol of this intermediate pyridine, and 45 mg of ammonium 
30 sulfate was heated in 10 mL of triethyl orthoformate at 140 °C in a sealed tube for one 

hour. After cooling, the reaction was poured into 40 mL of 2-M ammonia in ethanol with 
20 stirring. After 24 hours, 300 mL of hexane was added, and the solid collected by filtration 
35 to give the intermediate amidine. A mixture of 0.87 mmol of this intermediate amidine 

and 3 mmol of potassium t-butoxide in 10 mL of dioxane was heated at 1 35 °C in a sealed 
tube for 16 hours. After cooling, the reaction was poured into dichloromethane, washed 
with water, and dried over sodium sulfate. The residue was purifed by flash 
40 25 chromatography, eluting with mcthanol/dichloromethane, to give the title compound as a 

yellow glass. 

CHN analysis calculated for C n H M N c O(0.S Methanol) C 66.48. H 6.94, N 20.67; found: 
C 66.18. H 6.83. N 20.65. 

45 

MS (FAB) cak. for C 22 H, 7 N 6 0: 391.2246: found: 391.2238. 
30 IR 3417. 3340, 2965, 2853. 1603. 1584, 1563. 1533. 1241 cm 

50 
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Example 473 

4-amino-5-(.VhrornophcnvlV7-( , 6-(2.4-dioxo-(lH.3H)-quina2olin-3-vl)-3- 

10 

nyridvQpvridof2.3-dlnvrimidinc 
5 A solution of 4-aminoacetophenonc and tricthylamine in toluene at -78 C was 

treated with phosgine, warmed to ambient temperature and concentrated under reduced 
15 pressure to give 4-isocyanateacetophenone. This product was reacted with ethyl 2- 

aminobenzoate in refluxing THF for 16 hours, cooled and treated with 1M potassium tert- 
butoxide to give after silica gel purification 3-(4-acetylphenyl)-2,4(UI,3H)- 
1 0 quinazolinedione. Using the procedure in Example 244c except substituting 2,4(1 H,.3H)- 
' quinazolinedione for N-methyl-5-acetylindoIine gave the title compound. 
MS (APCI +) m/z 537 (M+H)*; 

l H NMR (300 MHz, DMSO-d 6 ) 8 8.59 (s } IH), 8.35 (m. 2H), 7.97 (s, IH), 7.91 (t, IH), 
25 7.78 (m, IH), 7.71 (dd, IH), 7.63 (m, IH), 7.55 (t, III), 7.35-7.24 (m, 3H) : 6.92 (d, 1H), 

15 6.72 (dt, 1H). 



20 



30 



35 



40 



Example 474 

4-amino-5-r3-bromoDhenvn-7-C6-carboxamide-3'Pvridazinvnpyridof2.3-d]pvrimidine 
Prepared as described in Example 475 except substituting ammonia for 
20 morpholine. 

MS (APCI +) m/z 422 (M+H)*; 

, HNMR(300 MHz,DMSO-d 6 )o 8.87 (d, lH) y 8.66(s, IH), 8.62 (bs, lH) ? 8.44(d, IH), 
8.42 (s, IH), 8.07 (bs, IH), 7.88 (m, IH), 7.83 (m, IH), 7.63 (m. IH), 7.58 (t, IH). 



25 Example 475 

4-amino-5-f3-bromophenviV7-( > 6-morpholinvlcarboxamide-3-pvridazinvnpvridof2.3- 

d ]pvrimidine 

45 A solution of 3-chloro-6-pyridazinoyl chloride (Mourad et al.; J. Heterocycl. 

Chern., 29 6. (1992), ppl 583-1 592)) and triethylamine in dichloroethane was treated with 
30 morpholine to give 3-chloro-6-morpholinocarboxamide pyridazine. This intermediate was 



50 
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then treated with tributyl ethoxy vinyl tin under Stille conditions to give 3-acetyl-6- 
morpholinocarboxamide pyridazine. Treatment of this.intermediate as in Example 246 
replacing 3-acetyl-6-dimethylaminopyridazine gave the title compound. 
MS(APC1 +) m/z492 (M+H)'; 

'H NMR (300 MHz, DMSO-d t ) 6 8.84 (d, IH), 8-66 (s, IH), 8.42 (s, 1H), 8.17 (d, 1H)> 
7.89 (L IH), 7.84 (m. 1H) ? 7.65 (m ; IH), 7.57 (t. IH), 3.74 (s, 4H). 3.61 (m, 2H), 3.51 (m, 
2H). 

Example 476 

4»amino-5-("3-hromor)henvl)-7>(6-methoxv-3-pvridazinvl)pvridol2.3»dlnvrimidine 
Prepared as described for Example 369 replacing benzyl alcohol with methanol. 
Treatment witli excess 4 M HCI in dioxane followed by lyophilization gave the title 
compound as the HCL salt. 
MS (APCI +) mVz 409 (M+H)*; 

'H NMR (300 MHz, DMSO-dJ ° 9.90 (bs, 1H), 8.93 (s, IH), 8.54 (d, 1H), 8.52 (s ; 1H), 
7.94 (t IH), 7.68 (m, IH), 7.67 (m, IH), 7.60 (d, IH), 7.54 (d, IH), 4.15 (s, 3H). 

Example 477 

4-amino-5-0-bromophenvlV7'r6-N.N'diethoxvethvlamino-3-pvridazinvnDvriUof2.3- 

dlpvrimidine 

Prepared following the procedure in Example 246 replacing dimethylamine with 
bis(2-ethoxyethyl)amine. Treatment with excess 4 M HCI in dioxane followed by 
lyophilization gave the title compound as the di-HCL saJt. 
MS (APCI +) m/z 538 (M+H)*; 

, HNMR(300 MHz,DMSO-d t) )6 10.11 (bs, lH),8.89(s, lH),8.40(s ? lH),8.26(d t IH), 
7.89 (m. IH), 7.81 (d, IH), 7.64 (d, IH). 7.58-7.46 (m, 3H), 3.88 (m, 4H). 3.63 (t, 4H), 
3.44 (q 5 4H). 1.09 (t,6H). 



Example 478 
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4-amino-5-0-brQmophenvlV7'f6-f4'ethoxvmethvlpiperidinvn-3>pvrida2invnpvrido[2.3- 

dlpyrimidine 

4-Hydroxymethyl piperidine was treated sequentially with di-tert-butyl 
diearbonate. iodoethane. and trifluoroaceiie acid to give 4-ethoxymethyl piperidine which 
was reacted as in Example 367 replacing (lS.4S)-2-aza-5-oxa-bicyclo[2.2.I]heptane. 
Treatment with excess 4 M HCI in dioxane followed by lyophilization gave the title 
compound as the di-HCL salt. 
MS (APCI +) m/z 520 (M+H)*; 

5 HNMR(300MHz, DMSO-d,)5 10.08 (bs, 1H), 8.91 (s, lH),8.40(s, IH), 8.28 (d„ lH), 
7.89 (s, IH), 7.82 (d, IH), 7.64 (d, IH).. 7.57 (t, 1H), 7.48 (bs, IH), 4.56 (bd, 2H); 3.40 (q, 
2H),3.24 (d, 2^3.11(1,2^ 1.92 (m. IH), 1.81 (d, 2H). 1.22 (m, 2H). 1.18(1, 3H). 

Example 479 

4-aminoo-('3-brumophenvl)-7-(6-(4-(4-tetrahvdroDvranvloxvmethvl)DiperidinvlV3- 
Pvridazinvnpvridor2J-dlDvrimidinc 
4-Hydroxymethyl piperidine was treated sequentially with di-tert-butyl 
diearbonate. methanesulfonyl chloride, sodium 4-tetrahydropyranoxidc, and ethereal HCI 
to give 4-(4-tetrahydropyran)oxymethyl piperidine which was reacted as in Example 367 
replacing (lS,4S)-2-aza-5-oxa-bicyclo[2.2.1]heptane. Treatment with excess 4 M HCI in 
dioxane followed by lyophilization gave the title compound as the HCL salt. 
MS (APCI +) m/z 576 (M+H)*; 

'H NMR (300 MHz, DMSO-dJ 8 9.89 (bs, IH), 8.S8 (s. IH), 8.44 (s, IH), 8.24 (d, IH), 
7.89(t, IH), 7.81 (m, IH). 7.64 (m, IH), 7.57 (t. IH), 7.50 (d 5 IH), 7.31 (bs, IH), 4.55 (bd, 
2H), 3.78 (m, 2H), 3.52-3.22 (m, 5H). 3.07 (t, 2H), 1.89-1.79 (m, 5H), 1.41-1.16 (m, 4H). 

Example 480 

4-amino-5-f3-bromophenvlV7-(6-(4-ethoxvethoxvmethvlnineridinvlV3- 
pvridazinvnDvridof2.3'dlnvrimidine 
4-Hydroxymethyl piperidine was treated sequentially with di-tert-butyl 
diearbonate. 2-chloroethyl ethyl ether and ethereal HCI to give 4-ethoxyethoxymethyl 
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piperidine which was reacted as in Example 367 replacing (1 S.4S)-2-aza-5-oxa- 
bicyc!o[2.2.1 ]heptanc. Treatment with excess 4 M HCI in dioxane followed by 
lyophiiization gave the title compound as the HCL salt. 
MS (APCI +) m/z564 (M+H)"; 

'H NMR (300 MHz, DMSO-d 6 ) 5 10.13 (bs, IH), 8.90 (s. IH), 8.33 (s, IH). 8.29 (d. IH), 
7.88 (s. !H) : 7.81 (d, IH), 7.74 (d ? 1H), 7.63 (d, IH), 7.54 (t, 1H), 7.50 (s, 1H), 4.55 (bd. 
2H), 3.50-3.38 (m ; 6H) ; 3.28 (d, 2H), 3.15(1, 2H), 1.93 (m, IH), 1.82 (d,2H). 1.26 (m 5 
2H), 1.08 (t,3H). 

Example 481 

4-amino-5-f3-bromoDhenvlV7-(6-N-methvl~N-1.3-dioxalanemcthvlamino )-3- 
pvridazinvnpvridor2.3-d]pyrimidine 
Prepared as described for Example 367 replacing (lS,4S)-2-aza-5-oxa- 
bicyclo[2.2.1]heptane with 2-methylaminomethyl-I,3-dioxolarie. 
MS (APCI +) nVz494 (M+H)*; 

'H NMR (300 MHz, DMSO-d 6 ) 6 8.59 (s, IH), 8.38 (d, IH), 8.27 (s, IH), 7.85-7.77 (m, 
2H), 7.62-7.53 (m, 2H), 7.35 (d, IH), 5.10 (t, 1H) S 3.97-3.77 (m, 6H), 3.24 (s, 3H). 

Example 482 

4-amino-5-n-hromophcnvn-7-f6-(K4-diox aspiror4.51decanvl-8-oxvV3- 
pvridazinvOnvrido~2.3-d"pvrimidine 
Treatment of 1 ,4-dioxaspiro[4.5]decan-8-one with lithium aluminum hydride in 
diethyl ether provided l,4-dioxaspiro[4.5]decan-8-ol which was subsequently treated as in 
Example 369 replacing benzyl alcohol to give the title compound. 
MS (APCI +) m/z535 (M+H)'; 

l H NMR (300 MHz, DMSO-d 6 ) o 8.62 (s, IH), 8.60 (d, IH). 8.28 (s, IH), 7.85-7.77 (m. 
2H) f 7.60 (m, 2H), 7.40 (d, 1 H), 5.42 (m, 1 H). 3.90 (s, 4H) ? 2. 1 0- 1 .55 (m f 8H). 

Example 483 
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4-amino-5-n-bromophenvl)-7-(6-dihvdroxvmethv(methoxv>3-Dvridayjnvr)nvridor2.j- 

dlpyrimidine 

Prepared as described for Example 369 replacing benzyl alcohol with cis 1,3-0- 
benzylidene glycerol. Treatment with excess 4 M HC1 in dioxane followed by 
lyophilization gave the title compound as the HCL salt. 
MS (APCI -r) m/z 469 (M+H)'; 

'H NMR (300 MHz, DMSO-dJ 6 10.05 (bs, 1H), 8.93 (s, 1H). 8.51 (d, 1H). 8.50 (s, IH), 
7.92 (s, IH), 7.82 (d, IH), 7.66 (d, IH), 7.59 (t, IH), 7.53 (d. IH), 4.59 (dd. 2H), 4.45 (dd, 
2H), 3.90 (m, 1H) ; 3.45 (m, 2H). 

Example 484 

4-amino-5-(j-bromophenvl)-7-(6-(3-pvridvloxvV3-pvridazinvnpvridor2.3-dlnvrimidine 
Prepared as described for Example 369 replacing benzyl alcohol with 3- 
hydroxy pyridine. Treatment with excess 4 M HC1 in dioxane followed by lyophilization 
gave the title compound as the di-HCL salt. 
MS (APCI +) m/z 472 (M+HJ ; 

! H NMR (300 MHz, DMSO-d 6 ) 6 10.10 (bs, IH), 8.98 (s, IH), 8.69 (d, IH), 8.67 (s, IH), 
8.56 (dd, IH), 8.51 (s, 1H), 7.93-7.79 (m, 4H), 7.68-7.53 (m, 4H). 

Example 485 

4-aminoo-(3-bromophenvn-7-f6-(4.7-epoxv-7-methvl-2.3.3A.4,5.6.7.7a-octahvdro-lH- 
isoindolyl)-3-pvridazinvnpvridor2.3-d]pvrimidine 
Prepared as described for Example 367 replacing (lS,4S)-2-aza-5-oxa- 
bicyclo[2.2.1]heptane with 4 > 7-epoxy-7-methyl-2,3,3A,4,5,67Ja-octahydro-lH-isoindole 
hydrochloride (SALOR) and adding potassium carbonate. Treatment with excess 4 M 
HCl in dioxane followed by lyophilization gave the title compound as the di-HCL salt. 
MS (APCI +) m/z 530 (M+H)*; 

1 HNMR(300MHz.DMSO-d 0 )5 10.03 (bs, lH),8.93(s. IH). 8.46 (s. IH). 8.30 (d, IH). 
7.92 (m. Ill), 7.83 (dd, IH), 7.67-7.52 (m. 3 H)., 7.26 (d, IH). 4.33 (d, IH), 3.95-3.32 (m, 
4H), 2.78 (m, IH). 2.66 (m. IH), 1.72-1.44 (m, 4H). 1.42 (s.3H). 
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Example 486 

4-amino-3-(3-bromophenvn-7-(6-(4-N-ethvl-N-m^ 

dlpvrimidine 

Boc-piperidine-4-carboxylic acid was coupled with N-ethylmethoxyethylamine 
using standard amide formation conditions to give Boc-piperidine-4-(N- 
ethylmethoxyethyl) carboxamide. This material was treated with HCI and the resulting 
amine was reacted as in Example 367 replacing (IS,4S)-2-aza-5-oxa-bicyclo[2.2.1]heptane 
to give the desired prduct. Treatment with excess 4 M HCI in dioxane followed by 
lyophilization gave the title compound as the di-HCL salt. 
MS (APCI +) m/z 591 (M+H)*; 

'H NMR (300 MHz. DMSO-dJ 5 10.00 (hs, 1H), 8.93 (s, 1H), 8.50 (s, 1H), 8.27 (d, 1H), 
7.92 (m, 1H), 7.83 (d, 1H), 7.67-7.45 (m, 4H), 4.59 (d, 2H), 3.55-2.95 (12H), 1.80-1.52 
(m,4H), 1.05 (t, 3H). 

Example 487 

4-amino-5-f3-bromophenvl)-7"(6-(4-N-methvl-N-methoxvethvlV3- 
PYridazinYl)pyridor2 1 3-d1pYrimidine 
The title compound was preparedfollowing the procedure of Example 486 
replacing N-ethylmethoxyethylamine with N-methylmethoxyethyiamine. 
MS (APCI +) m/z 577 (M+H) r ; 

'H NMR (300 MHz, DMSO-d 6 ) 5 10.07 (bs, 1). 8.91 (s, 1H). 8.45 (s, 1H), 8.28 (dJH), 
7.90(m, 1H), 7.82 (dd, 1H) ? 7.67-7.53 (m, 3H), 7.48 (bs, 1H). 4.56 (bd, 1H). 3.62-3.05 (m, 
8H), 3.53 (s f 3H), 3.10 (s, 3H), 1.84-1.54 (m. 4H). 



Example 488 

4-amino-5-(3-bromophenvD-7-(6-(3.4-dimethoxvmethoxvpvrrolidinvlV3- 
pyridazinvl)pvridof2.3-dlnvrimidine 
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Prepared as described for Example 367 replacing (1 S.4S)-2-aza-5-oxa- 
bicyclo[2.2.1]heptane wiih cis-3.4-bis(mcthoxymethoxy) pyrrolidine (Rosenberg ctal.; J 
Med Chem 33, 7(1990) ppt 962-1969). 
MS (APCI +) irv'z 568 (M+H)*; 

'H NMR (300 MHz. DMSO-dJ 6 8.58 (s, IH). 8.40 (d, 1H), 8.26 (s, IH), 7.85-7 .76 (m, 
2H), 7.62-7.50 (m, 2H), 7.12 (d, 1 H), 4.72 (m. 4H), 4.37 (ra, 2H), 3.80 (bm f 2H), 3.63 
(bm, 2H), 3.32 (s, 6H). 

Example 489 .;. 
4-amino-5-(3-bromophenvn-7-(6-(hexahvdro-lH-mrof3,4^]pvm)l-5-vl)-3- -• 
pyridazinvl)pvridof2.3-dbvrirnidine 
• Prepared as described for Example 367 replacing (lS,4S)-2-oxa-5- 
azabicyclo[2.2.1]heptane with hexahydro-lH-furo[3 ? 4-c]pyrroIe (US Patent 3910950, ICI 
United States Inc. 1975). Treatment with excess 4 M HC1 in dioxane followed by 
lyophilization gave the title compound as the di-HCl salt. 
MS (APCI +) m/z 490 (M+H)*; 

l HNMR(300MHz,DMSO-d 6 )6 10.01 (bs, lH),8.93(s ? lH),8.48(s, lH),8.30(d, IH), 
7.90 (m, IH), 7,84 (m, IH), 7.65 (m, IH), 7.57 (t, IH), 7.48 (bs, IH), 7.20 (d, IH), 3.85 
(m, 4H) 5 3.68-3.45 (m, 4H), 3.12 (m, 2H). 

Example 490 

4-amino-5-(3-bromophcnvn-7-('6-rhexahvdro-lH-furop.4-c1pvrrol-5-vl)-3- 
nvridvl)pvridof2J-d1pvrimidine 

Prepared as described for Example 370 replacing 4-methoxypiperidine with 
hexahydro-IH-furo[3,4-c]pyrrole(US Patent 39 10950. ICI United States Inc. 1975). 
Treatment with excess 4 M HC1 in dioxane followed by lyophilization gave the title 
compound as the di-HCL salt. 
MS (APCI +) m/z 489 (M+H)~; 
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'H NMR (300 MHz. DMSO-dJ 5 9.98 (bs, IH). 9.03 (d ; III). 8.88 (s. IH). 8.67 (dd r III). 
8.22 (s. IH). 7.95 (m. IH), 7.82 (dd. IH). 7.64 (d. 11I)..7.55 (t. IH). 7.34 (bs ? III), 7.03 (d ? 
1HX3.90-3.11 (m. 10H). 

Example 491 

4-amino-5-0-bromophenvlV7-f6-(trans-3-hvdroxv-4-methvlDvrTolidinvl)-3' 

pvridazinvl)pvridol2.3-dlpvrimidine 
Prepared as described for Example 367 replacing (1 S,4S)-2-aza-5-oxa- 
bicycio[2.2.1Jheptane with (anti)- 3-hydroxy-4-rnethylpyrrolidine hydrochloride (PCT 
Int.Appl. (1992) \VO V 210191) and adding potassium carbonate. Treatment with excess 4 
: M'HCl in dioxane followed by lyophilization gave the title compound as the di-HCL salt. 
MS (APCI +) m/z 478 (M+H)'; 

'H NMR (300 MHz, DMSO-d,) 5 10.06 (s, IH), 8.93 (s, IH), 8.42 (s ; IH), 8.35 (d, IH), 
7.91 (m, IH), 7.84 (dd, IH), 7.65 (dd, IH), 7.57 (t, IH). 7.50 (bs, IH), 7.35 (d, IH), 4.02 
(m, IH), 3.95-3.30 (m, 5H), 2.27 (m, IH), 1.05 (d, 3H). 

Example 492 

4-amino-5-r3-bromophenvlV7-(6-rtrans-3-hvdroxv-4-methvlpviTolidinviV3- 
pvridvnpvridor2.3-d1pyrimidine 

Prepared as described for Example 370 replacing 4-methoxypiperidine with (anti)- 
3-hydroxy-4-methylpyrrolidine hydrochioride (PCT Int.Appl. (1992) WO 9 210191) and 
potassium carbonate. Treatment with excess 4 M HO in dioxane followed by 
lyophilization gave the title compound as the di-HCL salt. 
MS (APCI +) m/z 477 (M+H)'; 

■HNMR(300MHz,DMSO-d 6 )8 10.12 (bs. lH),9.00(d. lH),8.90(s, lH).8.78(dd, 
IH), 8.26 (s. IH). 7.97 (s, IH). 7.82 (d } IH), 7.64 (d. IH). 7.57 (t. IH). 7.42 (s, IH), 7.20 
(d, IH). 4.07-3.30 (m. 6H). 2.30 (m, IH), 1.03 (d, 3H). 

Example 493 
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4-aminno-n-bromophenvn-7^6-rciS'3-hvdroxv-4'mcthvlpvrrolidinvl)-3' 
pvridazinvl)nvridof2.3-d1pvrimidine 

Prepared as described for Example 367 replacing ( t S r 4S)-2-aza-5-oxa- 
bicycto[2.2.1]heptane with (anti)- 3-hydroxy-4-methylpyrrolidine hydrochloride (PCT 
Int.Appl. (1992) W0 9 2 10191) and potassium carbonate. Treatment with excess 4 M HCl 
in dioxane followed by lyophilization gave the title compound as the di-HCL salt. 
MS (APCI +) m/z478 (M+H)'; 

1 H NMR (300 MHz, DMSO-d 6 ) 8 10.18 (bs, 1 H), 8.92 (s, 1 H), 8.42 (d, 1 H), 8.26 (s, I H), 
7.91 (s, 1H), 7.83 (d. 1H), 7.70-7.51 (m, 4H), 4.40-3.64 (m, 5H), 3.30 (t, IH), 2.38 (ra, 
1H), 1.18 (d,3H). 

Example 494 

4-amino-3-f3-bromophenvn-7>f6-( r cis-3-hvdroxv-4-methvlpyrrolidinvn-3- 
pyridvDpvridof2.3-dlovrimidine 

Prepared as described for Example 370 replacing 4-methoxypiperidine with (syn)- 
3-hydroxy-4-methylpyrrolidine hydrochloride (PCT Int.Appl. (1992) WO V 210191) and 
potassium carbonate. Treatment with excess 4 M HCl in dioxane followed by 
lyophilization gave the title compound as the di-HCL salt. 
MS (APCI +) m/z 477 (M+H) + ; 

■H NMR (300 MHz, DMSO-d 6 ) b 10.08 (bs, 1H), 8.97 (d. 1H), 8.90 (s, 1H), 8.78 (dd f 
I H), 8.26 (s, IH) ? 7.97 (m, 1H), 7.82 (m, IH), 7.65 (dd ? 1H), 7.57 (t, 1H). 7.42 (s, IH), 
7.20 (d, IH),4.26(s, IH), 4.10-3.22 (m, 5H), 2.38 (m, IH), 1.08 (d,3H). 

Example 495 

4-amino-5-('3-bromophenvlV7-( f 6-(trans-3-cvano-4-hvdroxvlpvrrolidinvlV3- 
Pvridvnpvridor2.3-d1pyrimidine 

Prepared as described for Example 370 replacing 4-methoxypiperidine with 3- 
cyano-4-hydroxypyrrolidine hydrochloride ( Hong et al.: J Med Chem. 40. 22. (1 997) pp 
3584-3593) and potassium carbonate. Treatment with excess 4 M HCl in dioxane followed 
by lyophilization gave the title compound as the di-HCL salt. 
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MS (ESI +) m/z 488 (M+H)"; 

'H NMR (300 MHz, DMSO-dJ § 10 03 (bs. IH), 9.05 (d, 111), 8.88 (s, IH), 8.65 (l, III). 
8.20 (s, IH). 7.95 (s, IH). 7.82 (d. HI). 7.62 (d, IH), 7.55 (t, IH). 7.32 (d. IH), 7.00 (d, 
IH), 4.65 (m, IH), 4.15-3.50 (m, 6H). 

Example 496 

4-amino"5~f3-bromophcnvl)-7-(6>(3-hvdroxv-4-ieTt-butvlcarboxamidepvrrQlidinvlV3- 
pvridvnpvridor2.3-d]pvrirnidine 
The compound was isolated from the reaction mixture of Example 495. Treatment 
with excess 4 M HC1 in dioxane followed by lyophilization gave the title compound. as the 
di-HCL salt. 

MS (ESI +) m/z 562 (M+H)*; 

'H NMR (300 MHz, DMSO-d 6 ) 8 10.03 (bs, IH), 9.05 (d, IH), 8.52 (s, 1 H), 8.44 (dd, 
1H) ? 7.85-7.76 (m, 3H), 7.57-7.51 (m, 3H), 7.32 (s, IH), 6.60 (d, IH), 5.28 (d, IH), 4.56 
(m, IH), 3.70-3.25 (m, 4H),3.03 (m, IH), 1.27 (s,9H). 

Example 497 

4'amino-5-(3-bromophenvn-7-f6-rS-2-(4-tetrahvdropvranvloxv)methvlpvrrolidinvn-3- 
pvridazinvnpvridof2.3-d1pyrirnidine 
A solution of (S)l-Boc-2-pyrrolidinemethanol and triethylamine in 
dichlorornethane at 0 °C was treated with methanesulfonyl chloride. The resulting 
mesylate was treated with 1 .5 eq each of 4-hydroxytetrahydropyran and powdered 
potassium hydroxide in DMSO to afford the tetraydropyranyl ether. Deprotection of the 
Boc amine with trifluoroacetic acid provided the free base pyrrolidine which was reacted 
as in Example 367 replacing (lS.4S)-2-aza-5-oxa-bicyc!o[2.2.1]heptane. Treatment with 
excess 4 M HCl in dioxane followed by lyophilization gave the title compound as the di- 
HCL salt. 

MS (ESI +) m/z 562 (M+H)"; 
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'HNMR(300 MHz.DMSO-dj5 t0.00(bs r lH),8.93(s, lH).8.49(s, lH).8.30(d, IH). 
7.91 (m ? 1H). 7.84 (m. III). 7.64 (m, 1H). 7.58 (t, 1H).7.49 (bs, 1H). 7.27 (bd, 1H),4.45 
(m. 1H). 3.78-3.25 (m, 9H), 2.04 (m, 4H), 1.78 (m. 2H), 1.37 (m. 2H). 



5 Example 498 

4-amino-5^3-bromophenvi)-7-(6-(3-(4-teirahvdrQpvranvloxv)iminopvrTolidinvlV3> 
15 pyridazinvl)pyridoI2.3-d|pvrimidine 

Equimolar amounts of l-N-Boc-3-pyrroIidinone and 0-(tetrahydro-2H-pyran-4-yl) 
hydroxylamine hydrochloride (JP 07173169 Takeda Chemical Industries Ltd (1995)).;. 
10 were heated at reflux in 1:1 ethanol/pyridine, cooled and concentrated to give after silica 
gel chromatography the desired Boc protected oximc. Deprotection with trifluoroacetic 
acid afforded the free base pyrrolidine which was treated as in Example 367. replacing 
(IS, 4 S)-2-aza-5-oxa-bicyclo[2. 2.1] heptane. Treatment with excess 4 M HC1 in dioxane 
25 followed by lyophilization gave the title compound as the di-HCL salt. 

15 MS (ESI +) m/z 561 (M+H)*; 

'H-NMR (300 MHz, DMSO-d 6 ) 5 10.1 1 (bs, 1H). 8.92 (s, 1H), 8.41 (d, 1H), 8.35 (dd, 
IH), 7.90 (d, 1H), 7.83 (m, 1H), 7.65-7.33 (m, 4H), 4.38 (d, 2H). 4.25 (m, 1H), 4.10-3.72 
(m, 4H), 3.44 (m, 2H), 2.93 (m, 2H), 1.93 (m, 2H), 1 .55 (m. 2H). 



20 Example 500 

35 4-amino-5-(3-bromophenvlV7-(5-bromo-24hienvnpvridor2.3-d1pvrimidine 

Procedure as found in Example 357 except substituting 2-acetyl-5-bromoihiophene 
(Lancaster) for 5-acetyl-2-morpholinylthiazole. 
MS (DCI/NH,) m/z 463/465 (M+H)*; 
40 25 IR (microscope) 3473, 3299. 1580, 1557, 1073 cm''. 

Example 501 

45 4-amino-5-f3-bromophenvl)-7-f2.5-dimethvl-3-thienvl)pvrido[2.3-dlpvrimidine 

Procedure as found in Example 357 except substituting 3-acetyl-2.5- 
30 dimethylthiophene (Acros) for 5-acetyI-2-morphoiinylthiazolc. 
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mp: 210-212 °C; 

MS (DCI/NHO m/7.41 1/413 (M+H)*; 

IR (microscope) 3477. 3058. 1555, 1574. 1 142 cm '. 

Example 502 

4-amino-5-0'bromophenvlV7-(5"Chloro-2-thienvnDvridof2.3-dlpvrimidine 
Procedure as found in Example 357 except substituting 2-acetyI-5-chlorothiophene 

(Acros) for for 5-acetyl-2-morpholinyhhiazole. 

mp: 264-265 °C; 

MS(DCI/NH j )m/z417/419(M+Hr; ' ■ - 

' IR.(microscope) 3466, 3290, 1635, 1561, 1 1 14 cm '. 

Example 503 

4-amino-5-r3-bromonhenvl)-7-q4 -dimethvl-5-thtazovnpvridor2.3-dlpvrimidine 
Procedure as found in Example 357 except substituting 5-acetyl-2,4- 
dimethylthiazole (Acros) for 5-acetyl-2-morpho!inylthiazole. 
mp: 254-255 °C; MS (DC1/NH>) m/z 412/414 (M+H)"; 
IR (microscope) 3477, 3299, 1648. 1563, 1285 cm' 5 . 

Example 504 

4-amino-5-f3-bromophcnvlV7-(5-methvl-2-thienvl)pvridor2.3-dlpvrimidine 
Procedure as fuund in 357 except substituting 2-acetyl-5-melhylthiophene 

(Lancaster) for 5-acetyI-2-morpholinyllhiazole. 

MS (DCl/NH,) m/z 397/399 (M+H)*; 

[R (microscope) 3294, 3218, 1618, 1581. 1065 cm '. 

Example 505 

4-amino-5-(3-bromophenvlV7-(2-furanvl)pvridor2.3-d1pyrimidine 
Procedure as found in 357 except substituting 2 -acetyl furan (Aldrich) for 5-acetyl- 
2-morpholinylthiazole. MS (DCI/NH,) m/z 367/369 (M+H)'; 
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IR (microscope) 3485. 3110. 1642. 1563. 1008 cm* 1 . 

Example 506 

4-amino-5-f3-hromophenyl)-7-(2-(l.4-dioxa>8-a7asnirol4.5idecan-8-v}V5- 
th'azoYDnvridof2.3-dlnvTimid'ne 

Procedure as found in 357 substituting 4,4-dioxycthylenepiperidine (Aldrich) for 
morpholine in Example 357a. 
mp: >285 °C; MS (DCI/NH,) m/z 525/527 (M+H)*; 
IR (microscope) 3493, 3087, 1648, 1584, 1 142 cm' 1 . 

Example 507 

4>amino-5-( , 3-hromonhenvlV7>(3-thienvl)pvrido[2,3'd1pvrimidine 
Procedure as found in Example 357 substituting 3-acetylthiophene (Aldrich) for 
the product from Example 357b in 357c. MS (DCI/NH 3 ) m/z 383/385 (M+H)*; IR 
(microscope) 3473, 3100, 1638, 1561, 1288 cm' 1 . 

Example 508 

4-amino-5-(3-bromophenvn-7-(3-methvl-2-thienvrmvrido[2.3-dlpvrimidine 
Procedure as found in Example 357 substituting 2-acetyl-3-methylthiophene 
(Lancaster) for the product from Example 357b in Example 357c. mp: 271-272 °C: MS 
(DCI/NH 3 ) m/z 397/399 (M+H)*; IR (microscope) 3470. 3060, 1644, 1560, 1123 cm '. 

Example 509 

4-aminO'5-r3-bromophenvn-7-(2-morphoIinvl-4-thiazovl)pvrido|2.3-dlpyrimidine 
Procedure as found in Example 357 substituting the product from Example 509c 
for the product from 357b in 357c to give the title compound, mp: 278-282 °C; MS 
(DCI/NH,) m/z 469/471 (M+H)*; IR (microscope) 3468, 3085, 1653, 1559. 11 16 cm' 1 . 

509a: 1 -Broroohutane-2.3-dione-3-oximc 
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2.3-butanedione (30 mL, 355 mmol; Aldrich) at 0 °C was treated with 10 drops of 
bromine (caution:deiayed exothermic reaction). After 20 minutes, additional bromine 
(12.2 mL. 237 mmol) was added dropwise at such a rate as to maintain reaction 
temperature between 20-30 °C. Vacuum distillation (10 mmHg; fractions between 37-48 
°C) provided 1 6.26 g (4 1 %) of 1 -bromo-2,3-butancdione compound as a yellow oil. A 
solution of l-bromo-2,3-butanedione (16.26 g, 98.55 mmol) in water at 0 °C was treated 
dropwise with a solution of hydroxylamine hydrochloride (6.90 g, 99.29 mmol) and 
sodium carbonate (4.20 g, 39.63 mmol) in water (38 mL). After 1 hour, the reaction was 
extracted with dichloromethane, concentrated to one fourth the original volume, cooled 
and filtered to provide 7.08 g (40%) of the desired compound as an unstable (freezer) 
white solid. 

509b: l-(2-Mon>holinothia20l-5-vnethanoneoxime 

A solution of known morphoiine-4-carbothioic acid amide (2.66 g, 18.2 mmol; J. 
Het.Chem. 1987, 24, 1509) and the product from Example 509a (3.29 g, 18.3 mmol) in 
ethanol (5.5 mL) was heated to reflux for 2 hours. The reaction mixture was cooled to 
room temperature and the solid filtered, washed with ethanol and dried to provide 4. 16 g 
(99%) of the desired compound as pink solid. MS (DCI/NH0 m/z 228 (M+H)*. 

509c: l-(2-Morohoiinothiazol-5-vl)ethanone 

A solution of the product from Example 509b (6.00 g, 26.4 mmol) in water (250 
mL), sulfuric acid (27 mL) and ethanol (26 mL) at 50 °C was treated dropwise with 
sodium nitrite (1 .97 g, 28.5 mmol) as a solution in water (50 mL). After 2 hours, the 
mixture was cooled to 0 °C, neutralized with ammonium hydroxide and extracted with 
dichloromethane. The organic phases were concentrated and purified by silica gel 
chromatography (elution with 10% ethyl acetate/dichloromcthane) to give 1.06 g (19%) 
the desired compound as a pink solid. MS (DCI/NHJ m/z 21 3 (M+H)\ 

Example 5 1 0 
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4-aminQ-5-0-brQmophenvlV7-(2-mon>holinvM-trifluoromethv-5-thiazovl)pvndof2.3- 

dlpyrimidine 

Procedure as found in Example 357 substituting the product from Example510a for 
the product from Example 357a in Example 357b to give the title compound, mp: 277- 
278 C C; MS (DCI/NH,) m/z 537/539 (M+H)'; IR (microscope) 3481, 3061, 1607. 1 544. 
1116 cm 1 . 

step a: 2-Morpholino-4-trifluoromethvlthiazole 

Procedure as found in Example 509b substituting 3-bromo- 1 , 1,1 -trifluoroacetpne 
(Aidrich) for the product from Example 509a. 
MS (DCI/NH3) m/z 239 (M+H)". 

Example 51 1 

4-amino-5-(3'bromophenvlV7-(5-morpholinvl-2-thienYnpvridof2.3-dlpyrimidine 
Procedure as found in 357 substituting the product from Example 511a for the 
product from Example 357b in Example 357c. mp: 265 °C (dec); MS (ESI) m/z 468/470 
(M+H)'; IR (microscope) 3484,3052, 1647, 1581, 1118 cm 1 . 

5 1 la: 5-Acetvl-2-morpholinothiophenc 

A solution of 5-acetyl-2-bromothiophenc (8.01 g, 39.1 mmol; Aidrich) and 
morpholine (16 mL) was heated to 145 °C overnight. The reaction mixture was cooled 
and partitioned between water and dichloromethane. The organic phase was concentrated 
and purified by silica gel chromatography (elution with 30% hexanc/ethyl acetate) to give 
5,61 g (68%) of the desired compound. MS (DCI/N : H 3 ) m/z 212 (M+H)\ 

Example 512 

4-amino-5"(3-bromophenvn-7-(4-methvl-2-morpholinvl-5-thiazovl)pvridof2.3- 

dlpyrimidine 

Procedure as found in Example 357 substituting the product from Example 357a 
for the product from Example 357a in Example 357b to provide the title compound, mp: 
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>280 °C: MS (DCI/NH,) m/z 483/485 (M+H)"; IR (microscope) 348L 3078. 1653. 1510, 
II 17cm'. 

512a: 4-Methvl-2-niorpholinothiazole 

Procedure as in Example509b substituting chloroacetone (Aldrich) for the product 
from 509a. MS (DCI/NH 3 ) m/z 185 (M+H)~. 

Example 513 

4- a mino-5-(3-bromoDhenvlV7-a.5-dichloroO-lhi envnpyridor2J-dlpvrimidine . 
Procedure as found in Example 357 substituting 3-acetyI-2,5-dichlorothiophene 
(Aldrich) for the product from Example 357b in Example357c to provide the title 
compound, mp: 258-259 °C; MS (DCI/NH 3 ) m/z 45 1/453 (M+H)'; IR (microscope) 3477, 
3060, 165L 1564, 1044 cm''. 

Example 514 

4-amino-5-( f 3-bromophenvn-7-( , 2.5-dimethvl-3-furanvnpvridof2.3-dlr)VTimidine 
Procedure as found in Example 357 substituting 3-acetyl-2,5-dimethylfuran 
(Lancaster) for the product from Example 357b in Example 357c to provide the title 
compound. MS (DC1/NH 3 ) m/z 395/397 (M+H) + ; IR (microscope) 3492 ? 3092,1641, 
1581, 1222 cm 1 . 

Example 5 1 5 

4-amino-5-(3-bromophenvl)-7-(N-methyl-2-pvn'olvl)pvrido[2.3-dlpvrimidine 
A solution of the product from Example 5 1 5a (3.30 g, 9.34 mmol) and 
triethylorthoformate (20 mL) was treated with a catalytic amount of ammonium sulfate 
and heated to 100 °C for 2 hours. The reaction mixture was cooled, treated with ammonia 
(2 M in ethanoL 50 mL) and stirred overnight. The dark mixture was then treated with 
sodium methoxide (3 M in methanol. 30 mL) and heated to reflux for 3 hours. The 
reaction was cooled, concentrated and the residue taken up in water and neutralized with 
1 0% hydrochloric acid. The aqueous phase was extracted with dichloromethane, the 
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organic phase concentrated and purified by silica gel chromatography (elution with 5% 
methanol/dichloromethane) to provide 830 mg (23%) of the title compound. MS 
(DCl/NHj) m/z 380/382 (M+H)~; 1R (microscope) 3482, 3051. 1643, 1580. 1073 cm''. 

5 1 5a: 4-(3-Bromophenvn-3-cvano-6-(2-OJ-methvlDvrrole)pvridine-2-amine 

Procedure as found in Example 357c substituting 2-acetyl-l-methylpyrrole for the 
product from 357b. 
MS (DCI/NH3) m/'z 353/355 (M+H)\ 

Example 516 ■ ; 

4'amino-5-0-bromophenvn-7-( , 2-N.N-dimethviamino-5-thiazovi)pvridor2.3-dlpvrimidtne 

Procedure as found in Example 357 substituting dimethylamine (40% in water, 
Aldrich) for morpholine in Example 357a. mp: >280 °C; MS (DCI/NHj) m/z 427/429 
(M+H)"; 1R (microscope) 3455, 3054, 1636, 1503, 1035 cm '. 

Example 517 

4-amino-5-(3-bromophenvn-7-(2-morpholinvl-5-thiazovlmvridof2.3-dlpvrimidinc 
Procedure as found in Example 515 substituting thiomorpholine for morpholine in 
Examplc357a to provide the title compound. MS (DCI/NH 3 ) m/z 485/487 (M+H)"; IR 
(microscope) 3474, 3083, 1641, 1509. 1129 cm '. 

Example 518 

4-am»no-5-(3-bromonhcnvl)-7'(2'(l.l>dioxidothiomorpholinvl)-5-thiazovl)pyridor2.3- 

dlpyrimidine 

A solution of the product from Example 517 (402 mg, 0.83 mmol) in acetic acid 
and acetone was treated with potassium permanganate in water until complete 
consumption of starting material was detected. Reaction mixture poured over ice, the 
solution made strongly basic with 50% sodium hydroxide. The resulting solid was filtered 
and purified by silica gel chromatography (elution with 5% methanol/dichloromethane) to 
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provide 23 1 mg (54%) of the title compound as a yellow solid. MS (DCl/NH,) m/z 
517/519 (M+H)*: IR (microscope) 3484. 3056 ; 1606, 1501. 1125 cm-'. 

Example 519 

4-aminoo-0-bromophenvlV7-fl-N-methyl-2-morpholinvl-5-imida2ovnpvridor2.3- 

dlpyrimidine 

Procedure as in Example 515 substituting the product from Example 519a for the 
product of Example 357b in Example 357c. MS (DCI/NH,) m/z 466/468 (M+H)~; IR 
(microscope) 3479, 3089, 1 646, 1 587, 1118 cm" 1 . 

519a: 4-Acetv1-l-mcthvl-2-moroholinvlimidazole 

A solution of 5-acetyI-2-aminooxazole (7.00 g, 55.5 mmol: J. Org. Chem. 1984. 
49, 566) and morpholine (20 mL) in water (14 mL) was heated to reflux overnight. The 
reaction was cooled to room temperature, concentrated and triturated with ethyl acetate, 
filtered and dried to provide 3.52 g (33%) of the desired compound. A slurry of sodium 
hydride (60% in oil, 590 mg, 14.7 mmol) and methyliodide (0.86 mL, 13.7 mmol) in 
tctrahydrofuran (20 mL) at room temperature was added a solution of 4-acetyl-2- 
morpholinylimidazoie (2.44 g, 12.5 mmol) in dimethylformamide (13 mL) and stirring 
continued for 1.5 hours. Reaction quenched with ethanol, water added and extracted with 
dichloromethane. The organic phases were combined, dried (Na 2 S0 4 ), concentrated and 
the residue purified by silica gel chromatography (elution with 25% dichloromethane/ethyl 
acetate) to provide 1 .27 g (49%) of the desired compound. MS (DC1/NH 3 ) m/z 2 1 0 
(M+H)\ 

Example 520 

4-amino-5-(3-bromophenvlV7-(2>morpholinvl-5-oxazolvnpvridor2.3-d]pvrimidine 
Procedure as found in Example 357 substituting the product for Example 
520a for the product of Example 357b in Example 357c. MS (DCI/NH,) m/z 453/455 
(M+H)*; IR (microscope) 3502. 3388. 1607. 1575. 1 1 16 cm \ 
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520a: 5-Acetvl-2-moroholinooxazole 

A solution of 2-bromo-3-oxobutyraldehyde (6.00 g. 36.4 mmol; Bull. Chem. Soc. 
Jpn. 1965. 38. II 58) and morpholine-4-carboxylic acid amide (9.01 g, 69.2 mmol; J. Am. 
Chem. Soc. 1945, 67 ; 1055) in acetone (40 mL) was stirred at room temperature for 1 hour 
then at reflux for 1 hour. The solvent removed in vacuo and the residue purified by silica 
gel chromatography (gradient elution with 10% ethyl acetate/dichioromethane to ethyl 
acetate) to provide 2.85 g (40%) of the desired compound as a yellow solid. MS 
(DCI/NH 3 )rri/zi97 (M+H)~- 

Example 521 

4-amino-5-(3-bromophenvlV7-( , 2-N-methvl-N-methoxvethvlamino-5>thiazov()pvridor2 t 3- 

dlpyrimidine 

Procedure as found in Example 357 substituting the product from Example 
521b for the product from Example 357b in Example 357c. MS (DCI/NH 3 ) m/z 471/473 
(M+H)~; IR (microscope) 3472, 3051, 1645, 1519, 1090 cm' 1 . 

521a: 2-fN-methvl-N-(2-methoxv)ethylamino)thiazole 

Procedure as found in Example 357a substituting (2- 
methoxyethyl)methylamine (TCI Japan) for morpholine. MS (DCI/NH 3 ) m/z 173 (M+H)\ 

521b: 5-Acetvl-2-(N-methvl-N-(2>methoxv)ethvlamino)thiazole 

A solution of the product from Example 521a (4.98 g, 28.9 mmol) in 
tetrahydrofuran ( 1 50 mL) at -78 °C was treated with n-BuLi (2.3 M in hexanes, 1 5 mL) 
and stirring continued for 40 minutes. The light yellow solution was then treated with 
acetaldehyde (9.00 mL. 161 mmol), stirred for 15 minutes, quenched with saturated 
aqueous ammonium chloride, extracted with ethyl acetate, dried (Na : S0 4 ) and 
concentrated. The residue was taken up in dichloromethane (150 mL) and treated with 
manganese dioxide (5 weight equivalents) and heated to reflux for 20 hours. The reaction 
mixture was cooled, filtered and concentrated to provide 4.62 g (75%) of the desired 
compound. MS (DCI/NH,) m/z 215 (M+H)\ 
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Example 522 

4-aniinoo~n'bromophenvh-7-f2-N-methvl-N-ethvlaminoo-thia2ovnpvridor2.3- 

d]pyrimidine 

5 Procedure as found in Example 357 substituting methylethyl amine (Aldrich) for 

(2-methoxyethyl)methylamine in Example 521a. MS (DCI/NH,) m/z 441/443 (M+H)~; IR 
15 (microscope) 3493, 3041, 1655, 1524, 1133 cm '. 

Example 523 ; 
10 4-amino-5-(3-bromonhenvh-7-(2-N-pvr ^^ 

Procedure as found in Example 357 substituting pyrrolidine (Aldrich) for (2- 
methoxycthyl)methylamine in Example 521a. MS (DCI/NH^) m/z 453/455 (M+H)*; IR 
(microscope) 3483, 3044, 1647, 151 1,1 203 cm' 1 . 
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15 Example 524 

4-amino-5-('3-bromophenvn-7-(2-N-methYi-N-propYlamino-5-thiazovl')pvridof2,3- 

dlpvrimidine 

Procedure as found in Example 357 substituting methylpropyl amine (Aldrich) for 
(2-methoxyethyl)methylamine in Example 521a to provide the title compound. 
20 iVIS (DCI/NH3) m/z 455/457 (M+H)*; IR (microscope) 3489, 3042, 1646, 15 18, 1 139 cm 1 . 

Example 525 

4>amino-5-f3-bromophenvlV7-(2-N.N-diethvlamino-5-thiazovl)pvridor2.3-d]pvrimidine 
Procedure as in Example 357 substituting diethylamine (Aldrich) for morpholine in 
25 Example 357a to provide the title compound. MS (DCI/NH 3 ) m/z 455/457 (M+H)*; IR 
(microscope) 3478, 3051, 1582, i518 ; 1 177 cm 1 . 



4 5 Example 526 

4-amino-5-(3-bromophenvlV7-(2-rN-methvpiper azinvn-5-thiazovl)pvridol2.3- 
30 dlpvrimidine 



50 
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Procedure as in Example 515 substituting the product from Example 526a for the 
product of Example 357b in Example 357c provided the title compound. MS (DCI/NH 3 ) 
m/z 482/484 (M+H)"; IR (microscope) 3469, 3053. 1645, 1500, 1002 cm' 1 . 

526a: 5-Acetvl-2-(4-methvIpiperazine)thiazole 

A solution of silicon tetraisothiocyanate (2.02 g, 7.76 mmol; Can. J. Chem. 1963, 
41, 2123) in toluene (30 mL) was treated with a solution of N-methylpiperazine (3.50 mL. 
3 1 .6 mmol; Acros) in toluene (10 mL) and the mixture heated to 80 °C for 20 minutes. 
The resulting mixture was concentrated, taken up in 10% water in isopropanol, refluxed 
for 20 minutes, cooled and filtered. The filtrate was concentrated and recrystallized;from 
isopropanol to provide 3.89 g (77%) of the desired compound. A solution of the 4- 
methylpiperazine-l-carbothioic acid amide (3.53 g, 22.2 mmol) and 2-bromo-3- 
oxobutyraldehyde (3.69 g, 22.2 mmol; Bull. Chem. Soc. Jpn. 1965, 38, 1 158) in acetone 
was re fluxed for 30 minutes. The reaction mixture was cooled, quenched with saturated 
aqueous sodium carbonate and extracted with dichloromethane. The organic layers were 
combined, dried (Na,S0 4 ), concentrated and the residue purified by silica gel 
chromatography (gradient elution with 30% acetone/dichloromcthanc to 5% 
methanol/dichioromethane) to provide 1 .76 g (35%) of the desired compound as a yellow- 
brown solid. 

Example 527 

4-amino~5>(3-bromophenvlV7-(2-(N-(2-pvridvnpiperazinvl)-5-thiazovnDvridol2,3- 

dfcvrimidine 

Procedure as in Example 515 substituting l-(2-pyridyl)piperazine (Acros) forN- 
methylpiperazine in Example 526a. MS (ESI) m/z 545/547 (M+H)"; IR (microscope) 
3484, 3049, 1651, 1495, 1053 cm '. 

Example 528 

4-amino-5'(3-bromophenvr)-7-(2-N>methv-N-(2-pvridvlethvlV5-thia7oynpvridof2.3- 

dlpvrimidine 
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Procedure as in Example 515 substituting 2-(2-(methylamino)ethyI)pyridine 
dihydrochloride ( Acros) for N-methylpiperazine in Example 526a. MS (DCI/NHj) m/z 
518/520 (M+H)*; I R (microscope) 3472,3054, 1648. 1517, 1051 cm 1 . 

Example 529 

4-amino-5-0-bromoDhenvlV7-(2-f4>oxoDiperazinvlV5-thia2ovl)pvridof2.3-dlpvnmidine 

A solution of the product from Example 506 (900 mg. 1.71 mmol) and 
tetrahydrofuran (12 mL) at room temperature was treated with 3 N hydrochloric acid (12 
mL) and stirring continued for 24 hours. The reaction was made basic with sodium -;■ 
bicarbonate, extracted with dichloromethane, concentrated and the residue purified by 
silica gel chromatography (elution with 5% methanol/dichloromethane) to provide 263 mg 
(32%) of the title compound. MS (DCI/NH,) m/z 481/483 (M+H)'; IR (microscope) 
3482, 3084, 1716, 1508, 1074 cm' 1 . 

Example 530 

4-amino-5-(3-bromophenvn-7-(2-(4-fN-morphotinvl)iminopiperazinvl)-5- 

thiazovDpvridof2.3-d]pyrimidine 
A solution of Example 529 (200 mg, 0.415 mmol) and 4-aminomorpholine 
(Aldrich) in ethanol (5 mL) was heated to reflux for 5 hours. The solid was filtered and 
dried to provide 140 mg (60%) of the title compound. MS (DCI/NH 3 ) m/z 565/567 
(M+H)*: IR (microscope) 3485, 3051. 1644. 1506. 1111 cm '. 

Example 531 

4-amino-5-(3-bromophenvl)-7-(6-N-morpholine'3>pvridinesulfonamide)pvridof2.3~ 

dlpvrimidine 

Procedure as found in Example 357 substituting the product from Example 531b 
for the product from Example 357b in Example 357c. MS (DCI/NH,) m/z 527/529 
(M+H)*; IR (microscope) 3439, 3058, 1639 f 1609 : 1072 cm' 1 . 

53 la: 5-Acetvl-2-thiopyridine 
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A solution of 5-acetyl-2-chIoropyridine (10. 1 1 g, 64.98 mmol: Tetrahedron 1992. 
48. 9233) in ethanol was treated with thiourea (5.97 g, 78.4 mmol) and heated lo reflux 
overnight. The reaction was cooled, the solid collected and taken up in 2 M sodium 
hydroxide. After stirring for 2 hours, the red solid was collected, acidified with glacial 
acetic acid. The yellow solid was collected and recrystallized from ethanol to provide 3.39 
g (34%) of the desired compound. 
MS (DCI/NH3) m/z 154 (M+H)\ 

53 lb: 5-Acetvl-2-morpholinopyridvlsulfonamide .;- 
A suspension of the product from Example 53 1 a (7.01 g; 45.7 mmol) in 1 Mr 
hydrochloric acid (60 mL) was treated with chlorine gas at 0 °C for 1 hour. The resulting 
solid was filtered, and taken up in dichloromethane (50 mL) and treated with morpholine 
(15 mL). After 1 hour, the mixture was quenched with 1 N hydrochloric acid and 
extracted with dichloromethane. The organic phases were combined, dried (Na,S0 4 ) and 
concentrated. The residue was recrystallized from ethyl acetate to provide 6.31 g (59%) of 
the desired compound. MS (DCI/NH 3 ) m/z 271 (M+H)*. 

Example 532 

4-amino-5-(3-bromophenvlV7-(2-(4-oxoDiDeridinvn-3-Dvrimidvnpvridof2.3-d1pvrimidine 
Procedure as found in Example 529 substituting the product from Exampie533c for 
the product from Example 506. MS (DCI/NHj) m/z 476/478 (M+H)*; [R (microscope) 
3469,3051, 1644, 1561, 1 108 cm" 1 . 

Example 533 

4-amino-5^3-bromophenvlV7-(2-(4.4-d ioxethvleneDiDeridinvl)-5-pvrimidvnpyrido|'2.3- 

dlpvrimidine 

Procedure as found in Example 515 substituting the product from Example 533b 
for the product from Example 357b in Example 357c and formation of the salt by 
treatment with HC1 in diethyl ether to provide the title compound. MS (DC1/NH,) m/z 
520/522 (M+H)"; IR (microscope) 3434, 3064, 1645, 1602. 1 105 cm '. 
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533a: 5-bromo-2-f 1 .4-dioxa-8-azasptrof4.51decane)pyrimidine 

A solution of 5-bromo-2-chloropyrimidine (3.09 g. 16.0 mmol; J. Chem. Soc. 
Chem. Commun. 1996. 2719) in eihanol (20 mL) at room temperature was treated with 
1.4-dioxa-8-azaspiro[4.5]decane (6.00 mL. 46.8 mmol: Aldrich) and stirring continued 
overnight. The reaction mixture was neutralized with saturated aqueous sodium 
bicarbonate and extracted with dichloromethane. The organic phases were combined, 
dried (Na 3 S0 4 ). concentrated and the residue purified by silica gel column 
chromatography (elution with 25% ethyl acetate/hexanes) to provide 4.78 g (99%) of the 
desired compound as a white solid. MS (DCI/NH 3 ) m/z 300/302 (M+H)~. " ; - 

533b: 5-Acetvl-2-( 1 .4-dioxa-8-azaspiror4.51decanc)pvrimidine 

Procedure as found in Example 521b substituting the product from Example 533a 
for Example 52 1 a to provide the desired compound. MS (DCI/NHj) m/z 264 (M+H)". 

Example 534 

4-amino-5-(3-bromophenvl')-7^5-(1.4-dioxa-8-azaspiror4.5]decan-8-vn-2- 
pvrazinvhpvridof2.3-d]pvrimidine 

Procedure as found in Example 515 substituting the product from Example 534b 
for the product from Example 357b in Example 357c and formation of the salt by 
treatment with HC1 in diethyl ether to provide the title compound. MS (DC1/NH0 m/z 
520/522 (M+I-I)'; IR (microscope) 3292. 3060, 1634, 1526, 1 105 cm 1 . 

534a: 5-Acetvl-2-chloropvrazine 

A solution of 5-hydroxypyrazine-2-carboxylie acid (5.29 g, 37.76 mmol) in toluene 
was treated with thionyl chloride (9.00 mL. 123 mmol) and the mixture heated to reflux 
for 16 hours. The reaction mixture was concentrated and the residue taken up in 
dichloromethane (200 mL) and treated with a solution of N.O-dimethylhydroxylamine 
hydrochloride in 2 N sodium hydroxide. After 30 minutes, the layers were separated, the 
organic phase dried (Na.SO.,) and concentrated. A portion of the amide (807 mg. 4.00 
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mmol) was taken up in tctrahydrofuran (20 mL) cooled to -10 °C and treated with 
methylmaencsium bromide (3 M in diethyl ether, 4.00 mL) and warmed to room 
temperature. The mixture was quenched with saturated aqueous ammonium chloride and 
extracted with ethyl acetate. The organic layers were dried (Na,SOj) and concentrated to 
provide 610 mg (97%) of the desired compound. 'II NMR (CDCI,, 500 MHz) 5 9.00 (d, J 
= 1.1 Hz. I H), 8.63 (d.J-1.1 HzJ H), 2.70 (s. 3 H). 

534b: S-Acetyl-2-f 1 .4-dioxa-8-azaspirof4,51decane)pvrazine 

Procedure as found in Example 511a substituting the product from Example 534a 
for 5-acetyl-2-bromothiophene and l,4-dioxa-8-azaspiro|4,5]decanc for morpholine.*MS 
■•" (DCI/NH 3 ) m/z 264 (M+H)\ 

Example 535 

4-amino-5-(3-bromophenvlV7-(5-(4-oxopiperidinvlV2-pvrazinvr)pvridor2.3-d1nvrimidine 

Procedure as found in Example 529 substituting the product from Example 534c 
for the product from Example 506 to provide the title compound. MS (DCI/NH,) m/z 
476/478 (M+H)*; IR (microscope) 3470,3085, 1721, 1542, 1184 cm 1 . 

Example 536 

4- a mino-5-f3-bromophenYl)-7-(6-N-cvclopropvl-3-pvridinesulfonamide)pvridor2.3^ 

dlpyrimidine 

Procedure as found in Example 534c substituting cyclopropyl amine (Aldrich) for 
morpholine in Example 534b. MS (DCI/NH 3 ) m/z 497/357 (M+H)~; IR (microscope) 
3441,3059, 1640, 1609, 1177 cm'. 

Example 537 

4-amino-5-(3-bromophenvlV7^6-rN-1.4-dioxa-8-azaspiro(4.51decan-8-vlV3- 
pyridvlsulfonamide)pvridof2.3-d1pvrimidine 
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Procedure as found in Example 534 substituting l,4-dioxa-8-azaspiro[4,5]decane 
(Aldrich) for morpholine in Example 534b. MS (DCI/NH,) m/z 583/585 (M+H)*; IR 
(microscope) 3483, 3060, 1567, 1355. 1101 cm"'. 

Example 538 

4-amino-5-(3-bromophenvlV7-(2-f4-(4-tetrahvdropvranvloxv)iminopiperidinvl V5- 
PVrazinv0pvridoF2,3-dlpvrimidine 
Procedure as found in Example 530 substituting the product from 532 for the 
product from Example 529 and 0-(tertrahydro-2H-pyran-4-yl)hydroxylamine 
hydrochloride (JP071 73 1 69; CAN 1 23:3 1 3629) for 4-aminomorpholine. MS (DCI/NH,) 
m/z 575/577 (M+H)*; IR (microscope) 3486. 3055, 1601, 1515, 1345 cm* 1 . 

Example 539 

4-amino-5'( , 3>bromophenvn-7-f6-r4-(phenvlmethoxv)iminopiperidinvlV3- 

pyridvDpyridor2.3-d1pvrimidine 
Prepared as described for Example 359, substituting OBenzylhydroxylamine 
hydrochloride for ethoxyamine hydrochloride. 

MS (DCI/NH0 m/z 580/582 (M+H; "W'Br); IR (microscope) 3486, 3297, 3060, 1603, 
1579. 1557 cm-' . 

Example 540 

4-amino-5-(3-bromophenvlV7-(6-(4-(tcrt-butvloxvMminnpiperidinvl)-3- 
p vri d vl )p vr i do \7 . 3 -dl n yri m idi ne 
Prepared as described for Example 359, substituting 0-(tert-butyl)hydroxylamine 
hydrochloride for ethoxyamine hydrochloride. 

MS (DCI/NH;) m/z 546/548 (M-f H; 7 WBr); IR (microscope) 3488, 3301, 3037, 1602, 
1560.1512 cm 1 . 

Example 541 
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4-amino-5-(j-bromonhenvl)-7-(6-(4-(cvclohexvioxv)iminopiperidinvl>-3- 

pvridvnpyridofZj -dlpvrimidine 
Prepared as described for Example 359, substituting O-Cyclohexylhydroxylaminc 
hydrochloride, synthesized by the procedure of Grochowski. E: Jurczak. J. Synthesis 
1976, 682 and starting with cyclohexanoi. for ethoxyamine hydrochloride. 
MS (DCI/NR,) m/z 572/574 (M+H; 79 Br/ 8, Br); IR (microscope) 3485. 3297. 293 1. 1555, 
1517, 1349 cm' 1 . 

Example 542 

4-amino-5-(3-bromophenvlV7-f6-( , 4-hvdroxviminopiperidinvl)-3-pvridvnpYridor2,3- 

dlpyrimidine 

Prepared as described for Example 359, substituting Hydroxylamine hydrochloride 
for ethoxyamine hydrochloride. 

MS (DCI/NH,) m/z 490/492 (M+H; 7v Br/ 8, Br); IR (microscope) 3444, 3020, 2819, 1646, 
1605, 1546 cm' 1 . 

Example 543 

4-amino-5-(3-bromoplicnvlV7-(6-(4-(4-tetrahvdropvranvloxv)iminopipcridinv1V3- 
PYridvl)pYridof2,3-d1pvrimiJine 
Prepared as described for Example 359, substituting 4-tetrahydropyranyloxyamine 
hydrochloride, synthesized by the procedure of Grochowski. E: Jurczak. J. Synthesis 
1976, 682 and starting with Tetrahydro-4H-pyran-4-ol. for ethoxyamine hydrochloride. 
MS (DCI/NHj) m/z 574/576 (M+H; 79 Br/ 8, Br); IR (microscope) 3484. 3297, 3157, 2954, 
1582, 1555 cm* 1 . 

Example 544 

4-amino-5-(3-bromonhenvlV7-(6-(4-methoxvethoxviminopiperidinvl)-3- 
pvridvl)pvridof2.3 -dlpvrimidine 
Prepared as described for Example 359 : substituting 0-(2- 
methoxyethyl)hydroxylamine hydrochloride, synthesized by the procedure of Grochowski. 



-282- 



WO 00/23444 



PCT/US99/2490I 



10 



20 



45 



50 



E; Jurczak. J. Synthesis 1976. 682 and starling with 2-MethoxyethanoI. for ethoxyamine 
hydrochloride. 

MS (DCl/NH 3 ) m/z 548/550 (M+H; "Br/ s, Br); IR (microscope) 3485. 3298. 3042. 1582. 
1555, 1517 on' . 



Example 545 

/5 4«amino-5>(3-bromophenvlV7-(6-(4-(2-thenylmethoxv)iminopiperidinvl)-3- 

pvridyl)pvrido[2.3-d]pvrirnidine 
Prepared as described for Example 359, substituting 0-(2- 
10 thienylmethyl)hydroxylamine hydrochloride, synthesized by the procedure of Grbchowski, 
E;' Jurczak. J. Synthesis 1976, 682 and starting with 2-Thiophenemethanol. for 
ethoxyamine hydrochloride. 

MS (DCI/NH3) m/z 586/588 (M+H; 79 Br/ 8, Br); IR (microscope) 3485, 3298, 3068, 1579, 
25 1556,1507 cm 1 . 

15 

Example 546 

4'aminO'5-(3-bromophenvlV7-(6-(4>(4^f5 , H-2-oxvfuranvlH«hvdroxv > )piperidinvl)-3- 
pvridvQpvridor2.3-dlpvrirnidine 
Prepared as described for Example 370 except substituting 4-(4'-(5 T H-2- 
20 oxyfurany])-4-hydroxypipcridine for 4-methoxypiperidine, which was made as follows: to 
35 d solution of 4-bromo-2-triisopropy!siloxylfuran (5.0 g, 15.7 mmol; made according to G. 

Jas, Synthesis 1991,965) in THF (50 mL) at -78 °C. a solution of t-butylithium (1,7 M, 15 
mL. 25.5 mmol) was added dropwisc for 40 min. A solution of N-benzylpiperidin-4-one 
(4.4 mL, 23.8 mmol) was added at -78 °C. The reaction mixture was then allowed to 
40 25 warm up over night. Standard work-up. Column chromatographic separation (SiO ; , ethyl 

acetate : hexane -1:2) gave 4.72 g product (70%). The product was then deprotected 
under H, in the presence of Pd(OH) 2> Et 3 N in methanol. 
MS (ESI): 559/561 (M+H; 79 Br/ 8I Br). 

IR (Mic): Vmax: 3432. 3309, 3204, 2928, 1744. 1634. 1605. 1372 cm 1 

30 
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Example 547 4-amino-5-(3>bromophenvlV7-(6-(4-(l-f4- 
teti^vdropvranvloxv)iminoethvn)-4-hvdroxvpiperidinvl)Q>pvridazinvi)pvridof2,3- 

dlpyrimidine 

Prepared as described for Example559 except substituting Example548 for 
Example 562. 

MS (ESI): 619/621 (M+H; "Br/ s 'Br). 

IR(Mic): Vmax: 3485 ; 3310,3204, 2955, 2849, 1682, 1615, 1578, 1552, 1461, 1353, 
1135, 1066 cm' 1 . 

Example 548 

4'aniinn-5-f3-bromophenvlV7-r6-(4-(4 , -acctvl-4 , -hvdroxvniperidinvlV3- 
pvridazinvl)pvridof2.3-d]pvrimidine 
Prepared as described for Example 367 except substituting 4-acetyM- 
hydroxypiperidine for (lS,4S)-2-aza-5-oxa-bicyclo[2.2.1]heptane, which was prepared as 
described in Example 562. 
MS (ESI): 520/522 (M+H; "Br/"Br). 

IR(Mic): Vmax: 3472, 3385, 3298,3090, 2953. 1711, 1644, 1578, 1562, 1483, 1464, 
1353 cm 1 . 

Example 549 4-amino-5-(3-bromo phenvlV7-r6-f4-n- 
(isopropvlcaboxvme(hoxv)imirioethvn>'4-hvdroxvpiperidinvn-3-pvridvl)pyridor2.3- 

dlpyrimidine 

Prepared from Example 562 as described in Example 559; substituting 
carboxymethoxylamine (Aldrich) for 4-tetrahydropyranoxyamine hydrochloride in 
isopropanol as solvent 
MS (ESI): 634/636 (M+H; 7V Br/ R, Br). 

IR(Mic): Vmax: 3450,3311,3174. 3068,2984.2937, 1737, 1674 r 1647. 1606, 1555, 
1440 : 1373, 1201. 1136 cm'. 
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Example 550 

4-aminO'5-(3-hromophenvlV7-(6-(4-n-(ethvlcaboxvmethoxv < )iminoethvl)V4- 

hvdroxvpiperidinvlV3-pvridvnpvridof2.3-dtovrimidine 
Prepared from Example 562 as described in Example 559; subsiituting 
carboxymethoxylamine (Aldrich) for 4-tetrahydropyranoxyaminc hydrochloride in cthanol 
as solvent. 

MS (ESI): 620/622 (M+H; ^Br^'Br). 

IR(Mic): Vmax: 3449, 3313,3178, 3066, 2985, 1745, 1674, 1648. 1607, 1444, 1371, 
1200,1135 cm 1 . .;• 

r 

Example 551 

4-amino-5-n-bromophenvlV7-(6-f4>n-(methvlcaboxvmethoxv)irninoethvnV4- 
hvdroxvnineridinvl)-3-Dvridvnpvridor2.3-d1pvrimidine 
Prepared from Example 562 as described in Example 559; substituting 
carboxymethoxylamine (Aldrich) for 4-tetrahydropyranoxyamine hydrochloride in 
methanol as solvent. 
MS (ESI): 606/608 (M+H; 7 WBr). 

IR(Mic): Vmax: 3450, 3309, 3067, 2957. 2933, 1751, 1675, 1647, 1605, 1439, 1368, 
1200, 1134 cm*'. 

Example 552 

4-amino-5^3-bromophenvlV7^6-(4-(1-(2-tetrahvdropvranvloxv)iminoethvl))-4- 
hvdroxvpiperidinvlV3'Pvridvnpyridor2.3>dlpvrimidine 
Prepared from Example 562 as described in Example 559: substituting O- 
(tetrahydro-2H-pyran-2-yl)hydroxy {amine (Aldrich) for 4-tctrahydropyranoxyamine 
hydrochloride. 

MS (ESI): 618/620 (M+H; 7<) Br/ 3l Br). 

IR(Mic): Vmax: 3449, 3306, 3197, 3066, 2949, 2872, 1675, 1648, 1607, 1442, 1370. 
1200, 1135 cm* 1 . 
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Example 553 4-amino-5-f3-bromophcnvlV7-f6-(4-(l-(aHvloxy)iminoeihvl , ))-4- 
hvdroxvpiperidinvn-3-DvridvnDvridof2,3-dlpvrimidine 
Prepared from Example 562 as described in Example 559; substituting 2-propeN- 
1-oxylamine (Aldrich) for 4-tetrahydropyranoxy amine hydrochloride. 
MS (ESI): 574/576 (M+H; 79 Br/ 8 'Br). 

IR(Mic): Vmax: 345O,3309,3175 ? 3071,293O,2871. 1673, 1647, 1605, 1515, 1435, 
1200, 1134 cm 1 . 

Example 554 4-amino-5-(3-bromophenvl)-7-(6-(4-( Wethoxv)iminoethvl»-4- •; 

hvdroxvpiperidinvlV3-pvri dvnpvridof2.3-d1pvrimidine 
Prepared from Example 562 as described in Example 559; substituting 
ethoxylamine (Aldrich) for 4-tetrahydropyranoxyamine hydrochloride 
MS (ESI): 562/564 (M+H; 7 *Br/*'Br). 

IR(Mic): Vmax: 345 1,331 1,3063, 2979, 2936, 2881, 1673, 1647,1606, 1368, 1200, 
1183, 1133 cm' 1 . 

Example 555 0.61 

4-amino-5-('3-bromophenvlV7-f , 6-C4-(l-(methoxv)iminoethvn)-4-hvdroxvpiperidinvlV3- 
pyridyQpyridof2.3-d1pvrimidine 
Prepared from Example 562 as described in Example 559; substituting 
methoxylamine (Aldrich) for 4-tetrahydropyranoxyamine hydrochloride. 
MS (ESI): 548/550 (M+H; 79 Br/* l Br). 

IR(Mic): Vmax: 3450,3312,3064,2965,2820, 1674, 1646, 1444, 1369, 1199, 1 135, 
1045 cm' 1 . 

Example 556 4-amino-5-r3-bromophenvlV7-f6-(4-n-(hydroxv)iminoethvn)-4' 
hydroxvpiperLdinyl)-3-pvridvl)pvridor2.3-dlpyrimidine 
Prepared from Example 562 as described in Example 559: substituting 
hydroxylamine (Aldrich) for 4-tetrahydropyranoxyamine hydrochloride. 



-286- 



WO 00/23444 



PCTAJS99/2490! 



MS (ESI): 534/536 (M+H; 7 WBr). 

IR(Mic): Vmax: 3448, 33133198, 3070.2881. 1782. 1676, 1650. I6l0 r 1448. 1371, 
1200, 1137 cm 1 . 

Example 557 

4-amino-5-(3-bromophenvn-7-('6-f4>(2-tetrahvdropvranvloxY)iminopiperidinvl>-3- 
pyridvl)pvridof2.3-d1pvrimidine 
Prepared from Example 328 as described in Example 559; substituting O- 
(tetrahydro-2H-pyran-2-yI)hydroxylarnine (Aldrich) for 4-tetrahydropyranoxyamine 
hydrochloride. 

' MS (ESI): 574/576 (M+H; 79 Br/ ,l Br). 

IR (Mic): Vmax: 3437, 3304, 3057, 2955, 2859, 2684, 1639, 1605, 1441, 1368, 1238, 
1068 cm '. 

Example 558 

4-amino-5-(3-bromophenvl)-7-(6^4-nsopropvlcarboxvmethoxy)iminopiperidinvn-3- 
pvridvl)pyrido[2.3-d1pvrirnidine 
Prepared from Example 328 as described in Example 559; substituting Example 
328 for Example 562 and substituting carboxymethoxylamine (Aldrich) for 4- 
tetrahydropyranoxyamine hydrochloride in isopropanol as solvent. 
MS (ESI): 590/592 (M+H; 7 'Br/ 8l Br). 

IR(Mic): Vmax: 3487, 3389, 3301 , 3 152, 3058, 2979 ? 2928. 2873, 1749, 1603, 1580, 
1557, 1508, 1414, 1348, 1233, 1101 cm' 1 . 

Example 559 

4-ammo-5-(3-bromophenvn-7'f6-(4-hvdroxv-4-ri-M-tetrahvdropvranvloxv)iminoethvn > )- 
4>hvdroxvpiperidinvl)-3-pvridvV)pvridof2.3-d]pvrimidine 
Prepared from Example 562 as follows: to a solution of Example 562 (250 mg. 
0.48 mmol) in ethanol (10 mL), 4-tetrahydropyranoxyamine hydrochloride (80 mg, 0.5 
mmoi; made as described from: JP 94-177353 19940729 and prepared in Example543) 
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was added, followed by concentrated HC1 (2 drops). The mixture was heated to reflux for 
about 10 hours. Standard work up, followed by chromatography (SiO,, 5% MeOH in 
CH 2 CI 2 ) gave 1 56 mg (53%) of the title compound. 
MS (ESI): 618/620 (M+H; ^Br^'Br). 

IR(Mic): Vmax: 3488,3304,3199,2954, 2855, 1603., 1578, 1557. 1509. 1352, 1233, 
1066 cm' 1 . 

Example 560 

4-amino-5-(3-bromorihenvn-7^6-f4-C>-butvrolactoneV4-hvdroxvpiperidinvlV3» 
pvridvDnvridor2.3-dlpvrimidine 
Prepared as described for Example 370 except substituting 4-(4-hydroxypiperidin- 
4-yl)butaroiactone for 4-methoxypiperidinc. which was made as follows: to a solution of 
3-ethoxycarboxylpropyl triphenyiphosphonium bromide (10.0 g, 22 mmol) in THF, a 
solution of potassium bis(trimethylsilyl)amide (0.5 M, 52 mL, 26 mmol) was added at - 78 
°C. the reaction mixture was allowed to stir for 40 m in at - 78 °C. N-benzyI-4- 
piperidinone (4.5 mL, 24 mmol) was added. The mixture stirred at -78 °C for 3 hours and 
then gradually warmed up to room temperature over night. Standard work up followed by 
chromatography (Si0 2 , ethyl acetate: hexanes = 1 :4) to give 5.01 g product (83%). The 
product was then dihydroxylated as described in Example 565, and treated with p- 
toluenesulfonic acid in benzene to give the lactone. Debenzytation via hydrogenation 
gave the desired amine. 
MS (ESI): 561/563 (M+H; 'WBr). 

IR(Mic): Vmax: 3479,3311,3056,2942.2853,2726, 1777, 1654 ; 1574, 1556, 1503, 
1408, 1354 cm' 1 . 

Example 561 

4-amino-5-n-bromophenvlV7-(6-(4-( , 2-butvrolactoneV4-hvdroxypiperidinvl)-3- 
pvridazinvnpvrido[2.3-dlnvrimidine 
Prepared as described for Example 367 except substituting 2-(4- 
hydroxypiperidiN-4-yl)butyrolactone for ( I S,4S)-2-aza-5-oxa-bicyclo[2.2. 1 Jheptane, 
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which was made from a-(l-benzyl-4-hydroxy-4-piperidyl)-g-butarolactone (Salor) via 
hydrogenation. 

MS (ESI): 562/564 (M+H; 'WBr). 

lR(Mic): Vmax:3484, 3289. 3054.2928. 1768. 1644, 1575, 1464, 1358, 1264, 1138 cm '. 

Example 562 

4-aminQ-5-0-bromophenvlV7-f6-f4-acetvl-4>hvdroxvDiDeridinvl V3-Pvridvnpvridor2.3- 

dlpyrimidine 

Prepared as described for Example 370 except substituting 4-acetyI-4- 
hydroxypiperidine for 4-methoxypiperidine, which was prepared as follows: to a solution 
of ethyl vinyl ether (3.8 mL, 40 mmol) in THF, a solution of t-butyllithium (1.7 M, 24 mL, 
40 mmol) was added at - 78 °C. The reaction mixture was warmed up to 0 °C for about 30 
min. and cooled down to - 78 Q C again before transferred to a slurry of CeCl 3 (10 g, 40 
mmol) in THF at - 78 °C. The mixture was stirred at -78 °C for about 1 hour, and a cold 
solution of N-benzyl-4-piperidtnone (5.5 mL, 30 mmol) in THF was added. The reaction 
mixture was then gradually warmed up over night. Standard work up, followed by 
chromatography (Si0 2 , 1% MeOH in CH 2 C1 2 ) to give 7. 1 g product (91%). The product 
was then hydrolysed to ketone product in the presence of MeOH/THF/CH 2 CI 2 (20:30:5) 
mixture solvents and HC1 (3N, 7 mL) at 0 °C. The product was then deprotected via 
hydrogenation to give the final keto-amine. 
MS (ESI): 519/521 (M+H: :v Br/*'Br). 

IR(Mic): Vmax: 3486, 3312, 3210, 2950 ; 2923,2859, 1706, 1604, 1580, 1558, 1508, 
1352, 1242 cm- 1 . 

Example 563 

4-amino-5-(3-bromophenvn-7-f6-(3-hvdroxvazetidinyl)-3-pvridvl)pvridor2.3- 
dlpvrimidinc 

Prepared as described for Example 370 except substituting 3-hydroxyazetidine for 
4-methoxypiperidinc, which was prepared from the N-diphenylmethyl-4-hydroxyaziridine 
(May bridge) via hydrogenation. 



-289- 



WO 00/23444 



PCT/US99/24901 



MS (ESI): 449/451 (M+H: "Br/ 11 Br). 

IR (Mic): Vmax: 3471. 3301. 3061. 1602, 1580, 1558, 1354 cm 1 . 

Example 564 

4-amino-S-(3-hromophen^ 

PVTidvhpvridor2.3-dlpvrimidine 
Prepared as described for Example 370 except (lR,5S)-8-azabicyclo[3.2. l]octan-3- 
ol for 4-methoxypiperidtnc, which was prepared from tropanone as described by A.H. 
Newman, et al, J. Med. Chem. 1995, 38, 3933. 
MS (ESI): 503/505 (M+H; "Br/ s, Br). 

IR(Mic): Vmax: 3480, 3317,3204,2918. 1706, 1603. 1580, 1558, 1352, 1243 cm 1 . 

Example 565 

4-aminO'S-(3~bromonhcnviV7-r6-fcis-2.3-dihvdrQXvpipendinvn-3-pvridvnpvridor2J> 

dlpyrimidine 

Prepared from Example567 as follows: to a solution of Example567 (600 mg, 1 .3 1 
mmol) in THF/McOH (55:5), NMO (460 mg, 3.93 mmol) was added followed by Os0 4 
(35 mg, 0.14 mmol). The reaction mixture was allowed to stir over night. Quenched with 
sodium thiosulfate. Standard work up, followed by chromatography (Si0 2 , 1 0% MeOH in 
CH 2 C1 2 ) to give 260 mg (40%) of the title compound. 
MS (ESI): 493/495 (M+H; "Br/*'Br). 

IR(Mic): Vmax: 3478,3296,3082,2924, 1641, 1604, 1581, 1554, 1513, 1354, 1227 cm* 
i 

Example 566 4-amino-5-(3-bromophenvlV7-(6-n^-methvUN>(3-DvridylrnethvhaminoV3- 
pyridazinyl)pvridof2.3-dbvrirnidine 
Prepared as described for Example 367 except substituting 3- 
(methylaminomethyl)pyridine (Maybridge) for (lS,4S>2-aza-5-oxa- 
bicyclo[2.2.1]heptane. 
MS (ESI): 499/501 (M+H; 79 Br/ 8l Br). 



-290- 



WO 00/23444 



PCT/US99/2490I 



IR(Mic): Vmax: 3475,3300, 3151,3061,2928, 1682. 1555.. 1484. 1395, 1352 cm". 

Example 567 

4-amino-5-n-bromQphenviV7-frv(1.2.3.6-tetrahvdrODvridvlV3-pvndvl^pvndof2.3- 

dlpyrimidine 

Prepared as described for Example 370 except substituting 1,2,3,6- 
tetrahydropyridine (Aldrich) for 4-methoxy piperidine. 
MS (ESI): 459/461 (M+H; "Br/ 51 Br). 

IR (Mic): Vmax: 3473, 3305, 3090, 2928, 1670, 1578, 1558, 1508, 1355, 1244 cm*! : . 

Example 568 

4-amino-5-r3-bromophenvIV7H'6-f4^-4 > methoxvDhenvlcarbamovhpipendinvl)-3- 
pyrida2invl)pvridor2.3-<i1pvrimidine 
Prepared as described for Example 367 except substituting 4-(N- 
4'methoxyphenylcarbamoyl)piperidine for (lS,4S)-2-aza-5-oxa-bicycIo[2.2.1]heptaiie, 
which was prepared prepared as described in Example570 from N-benzyl-4- 
hydroxypiperidine. 
MS (ESI): 459/461 (M+H; 79 Br/ s, Br). 

IR(Mic): Vmax: 3473,3305,3090,2928, 1649, 1581, 1560., 1508, 1355 cm 1 . 

Example 569 

4-amino-5-n-bromophenvlV7-(6-(4-(2-butvrolactone)-4-hvdroxvnincridinvl)-3- 
pvridvl^pvridor2.3-dlpvrimidine 
Prepared as described for Example 370 except substituting 2-(4-hydroxy piper idi 
N-4-yl)butyrolactone for 4-methoxypiperidine, which was made from a-( 1 -benzyl-4- 
hydroxy-4-piperidyl)-g-butaroIactonc (Salor) via hydrogenation. 
MS (ESI): 561/563 (M+H; ^Br^'Br). 

IR(Mic): Vmax: 3462, 3392, 3297,3256, 3108.2948,2859, 1765. 1638, 1598, 1579, 
1556. 1505, 1355, 1240, 1 1 58 cm". 
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Example 570 

4-amino-5-(3-bromopheny0-7-(6-([rans-3.4- bisOi-4 ; -methoxvphenvlcarbamovl 
)pvrrolidinvlV3-pvridvl)pvridof2.3<ilpvrimidine 
Prepared as described for Example 370 except substituting 3R.4R-bis(N-4*- 
methoxyphenyIcarbamoyl)pyrrolidine for 4-methoxypiperidine. which was madeas 
follows: N-benzy!-3R.4R-dihydroxypyrrolidine (500 mg, 2.6 mmol) (Digital) was 
dissolved in CH 2 CU (50 mL), 4-methoxyphcnylisocyanate was added at room temperature. 
The reaction mixture was then allowed to stir for about 8 hours. White precipitate was 
collected, and washed with hexanes to give a pure product (1 .23 g, 96%). The benzyl 
group was then deprotected via hydro genation. 
MS (ESI): 777/779 (M+H; 79 Br/ 8l Br). 

IR(Mic): Vmax: 3481, 3302. 3194, 3057, 2955, 2838, 1726, 1604, 1555, 1514, 1415, 
1228, 1076, 1030, 829 cm \ 

Example 571 

4-amirio-5-(3-bromophenvIV7-(6-((lS.5RV3-hvdroxv-8-a2abicvclol3.2.11octan-8-vn-3- 
pvridvhpvridof2.3-dlpvrimidine 
Prepared as described for Example 370 except substituting (lS,5R)-8- 
azabicyclo[3.2.1]octan-3-ol for 4-methoxypiperidine. which was made from tropane 
(Aldrich) as described by A.H. Newman, et al. (J. Med. Chem. 1995, 38. 3933). 
MS (ESf): 503/505 (M+H; 79 Br/ B, Br). 

IR (Mic): Vmax: 3472, 3303, 3 157, 2939, 1681, 1600, 1580. 1554, 1354 cm 1 . 

Example 572 

4-amino-5-Q-bromophenvn-7-f 6-(S.S-transo.4-dihvdroxvpviTolidinvlV3- 
Dvridvhpvridof2.3-dlpvrimidine 

Prepared as described for Example 370 except substituting 3S.4S- 
dihydroxy pyrrolidine for 4-methoxypiperidine which was prepared from the 
benzylprotected form (Digital) as described in Example574. 
MS (ESI): 479/481 (M+H: 7 WBr). 
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IR(Mic): Vmax: 3484. 3299. 3193. 2928, 2854, 1629. 1584, 1561, 1536. 1513. 1435. 
1078 cm '. 

Example 573 

4-amino-5-(3-hromonhenvlV7-( 6-fR.R-traiis-3.4-dihvdrox\'pvrrolidinvlV3> 
PvridazinvOpvridof2,3-d1pvTirnidine 

Prepared as described for Example 367 except substituting 3R,4R- 
dihydrixypyrrolidine for u (iS,4S)-2-a2a-5-oxa-bicyclo[2.2.1]heptane" which was made as 
described in Examples 74 
MS (ESI): 480/482 (M+H; 79 Br/* l Br). 

.IR(Mic): Vmax: 3484,3302,3209,3077,2932,2724, 1628, 1599, 1585, 1562, 1514, 
1435 cm- 1 . 

Example 574 

4^amino-5-(3-bromophenvlV7-(6-(R.R-trans-3.4~ dihvdroxvDvrrolidinvn-3- 
pvridvlbvridof2.3-d]pvrimidine 

Prepared as described for Example 370 except substituting 3R,4R- 
dihydroxypyrrolidine for 4-methoxypiperidine and was prepared as follows: To a solution 
of N- berizyt-3R,4R-dihydroxyp>Troiidine (Digital; 1.4 g, 7.25 mmol) in methanol, 
Pd(OH) : on carbon (300 mg) was added followed by H, (1 atom.) at room temperature 
over night. Standard work up gave 635 mg of the product (85%). 
MS (ESI): 479/481 (M+H; 7, Br/"Br). 

IR(Mic): Vmax: 3484,3303,3208,2932,2861, 1585, 1562, 1538, 1513, 1434, 1078 cm/ 

i 

Example 575 

4-amino-5-(3-bromophenvn-7-(6-('4-oxo-l -phenyl- 1.3.8-triazaspirof4.51decan-8-vl>3- 
pvridvnpvridof2,3-d1pvrimidine 
Prepared as described for Example 370 except I -phenyl- 1,3.8- 
triazaspiro[4.5]decan-4-onc (Acros) for 4-methoxypiperidine. 
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MS (ESI): 607/609 (M+H: 7Q Br/ Jl Br). 

IR(Mic): Vmax: 3427.3321.3055. 1776, .1644, 1607, 1533, 1445, 1373, 1246 cm*'. 

Example 576 

4>aminoo-(3>bromoDhenvlV7-( , 6>(l-oxa-4-oxo-4>thia-8-azaspiro[4.51decan'8-vh-3> 
Dvridvnpvridof2.3-d]pvrimidine 
Prepared from Example586 as follows: to a solution of Examplc586 (250 mg, 0.47 
mmol) in CH 2 C1 2 at 0 °C, mCPBA was added in small portion. The reaction was 
monitored by TLC. After reaction completion, quenched with sodium thiosulfatc. .;. 
Standard work-up, followed by chromatography purification (Si0 2 , 10% MeOH in* 
CH 2 C1 3 ) to give 1 52 mg of the title compound (59%). 
MS (ESI):55 1/553 (M+H; 79 Br/ 3, Br). 

IR(Mic): Vmax: 3474, 3384, 3305, 3062, 291 8, 1603, 1581, 1561, 1511, 1413, 1352, 
1228 cm'. 

Example 577 

4-amino-5-(3-bromnnhcnvl)-7-(6-(l-oxa-4.4>dioxido-4-thia-8-azaspirof4.51decan-8-vlV3- 
PVridvQpvridol2.3-dlpvrimidine 
Prepared from Example586 as follows: to a solution of Example586 (300 mg, 0.56 
mmol) in acetic acid at 0 °C a solution of KMn0 4 in water was added till the color stayed. 
Quenched with sodium thiosulfatc. Standard work up, followed by chromatography 
separation (SiO : , 5% MeOH in CH,Ci,) to give 1 51 mg of the title compound (48%). 
MS (ESI): 567/569 (M+H; 79 Br/ 8, Br). 

IR(Mic): Vmax: 3475,3348,3210,3061,2955, 1694, 1585, 1308, 1235 cm '. 

Example 578 

4-amino-5-(3-bromophenvl)-7-(6-(4-oxo- 1 -phenyl- 1 ,3.8-triazaspiror4,51dec-2-en-8-vl)-3- 
PVTidyImvridor2.3-dlpvrimidine 
Prepared as described for Example 370 except substituting l-phenyl-1,3,8- 
triazaspiro[4.5]dec-2-en-4-one for 4-meihoxypiperidinc as follows: I -phenyl- 1,3,8- 
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triazaspiro[4.5]decaN-4-one (Acros; 350 mg, 1.5 mmol) was used to react with the 
chloride intermediate (200 mg, 0.48 mmol) in DMSO at 100 °C for over night. There 
were two major products, one of them was the desired compound (95 mg, 33%). 
MS (ESI): 605/607 (M+H; "Br/'Br). 

IR(Mic): Vmax: 3486,3325,3194,3056,2957,2870, 1719, 1602, 1580, 1559, 1533, 
1353, 1256 cm- 1 . 

Example 579 

4-amino-5-(3-bromophenvl)-7-f6-(4-(2-keto-l-benz imidazolinvnpiperidinvlV3- 
PYridazinvl)pyrido[2,3-d]pvrimidine 
Prepared as described for Example 367 except substituting 4-(2-keto-l- 
behzimidazolinyOpiperidine (Aldrich) for li (lS.4S>2-aza-5-oxa-bicyclo[2.2.1]heptane ,r . 
MS (ESI): 594/596 (M+H; 'V'Br). 

IR(Mic): Vmax: 3435, 3347,3063, 1690, 1631, 1610, 1554, 1484, 1375 cm '. 

Example 580 

4-amino-5-f3-bromophenvn-7-(6-(4-oxothiomorpholinvI)-3-pvndvnpyridor2J- 

dlpvrimidine 

Prepared from Ex. 328 as follows: to a solution of Example328 (400 mg, 0.84 
mmol) in acetic acid, H 2 0, (30%) was added till all the starting material was convened to 
the desired product. Standard work up, followed by chromatography (SiO,, 10% MeOH 
in CH,Ci : ) gave 301 mg of the title compound (72%). 
MS (ESI): 495/497 (M+H; 79 Br/ 8, Br). 

IR(Mic): Vmax: 3440, 3060,2869, 1695, 1645, 1606, 1484, 1372, 1243 cm' 1 . 
MS (ESI): 495/497 (M+H; 79 Br/ 8, Br). 

Example 581 

4-amino-5-n-bromophenvlV7-r6-f4-(2-keto>l>ben2imidazolinvnpiperidinvn-3- 
pvridyl)pvridol2.3-dlpvrimidine 
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Prepared as described for Example 370 except substituting 4-(2-keto-l- 
benzimidazolinyI)piperidine (Aldrich) for 4-methoxypipcridine. 
MS (ESI): 593/595 (M+H; 79 Br/*'Br). 

IR(Mic): Vrnax: 3473,3304,3063,2918, 1603, 1581, 1512, 1413,1353, 1228 cm 1 . 

Example 582 

4-ammo-5-(3~bromoDhenvlV7-f6-("N-methvl-N-(2-pvridvlethvl)amino>-3- 

PvridvOpvridof2.3-dlDvrirmdine 
Prepared as described for Example 370 except substituting 2-(2*- 
methylaminoethyl)pyridine (Aldrich) for 4-methoxypiperidiner 
MS (ESI): 512/514 (M+H; 7, Br/"Br). 

IR(Mic): Vmax: 3475,3303,3046,2931, 1648, 1583, 1561, 1519, 1405, 1354, 1142 cm" 

Example 5$3 

4-amino-5-G-bromoDhenvl V7-(6-(N-methvl-N-r4-pvndvlethvnaminoV3- 

pvridvnpvridor2,3-d]pvrimidme 
Prepared as described for Example 370 except substituting 4- 
(2 ; melhyIammoethyl)pyridine (Aldrich) for 4-methoxypiperidine. 
MS (ESI): 512/514 (M+H: "Br/ !, Br). 

IR(Mic): Vmax: 3480,3252.3000, 1600, 1590, 1570, 1350 cm 1 . 

Example 584 

4-amino>5-n-bromophcnvn-7-f6-N-(3-Pvridvlmethvl)aminc^3-pvridvnpvridof2,3- 

dlpyrimidine 

Prepared as described for Example 370 except substituting 3- 
(aminomethyl)pyridine (Aldrich) for 4-methoxypiperidine. 
MS (ESI):484/486 (M+H; "Br^'Br).. 

IR(Mic): Vmax: 3477,3289,3233,3040, 1640, 1610, 1558, 1480, 1392, 1353, 1310. 
1145 cm" 1 . 
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Example 585 . 

4-amino-5'f3-bromoDhenvlV7-f6-(2-hvdroxvmcthvlpiperidinvlV3-Dvridvnpvridof2,3' 

d]pYrimidine 

Prepared as described for Example 370 except substituting 2- 
(hydroxymethyl)piperidine (Aldrich) for 4-mcthoxypipcridine. 
MS (ESI): 491/493 (M+H; ?9 Br/ Si Br). 

IR (Mic): Vmax: 3479, 3396, 3299, 3076, 2935, 2858, 1643, 1600, 1580, 1558, 1506, 
1418, 1351 cm' 1 . 

Example 586 

4-amino-5-n-bromoDhenvlV7-< , 6"(l-oxa-4-thia-8-a2aspiro[4.5]decan-8-vn-3- 

pyridYl)pyrido[2.3-dlpYrimidine 
Prepared from Ex. 328 as follows: to a slurry of Example328 (1.0 g, 2.1 mmol) in 
CH 3 CI 2 (220 mL), thioethanol (295 mL, 4.2 mmol) was added followed by BF, etherate 
(535 mL, 4.2 mmol). The mixture stirred at room temperature for 1 day, and quenched 
with NaHC0 3 (sat.). Standard work up. the crude product mixture was then recrystalized 
from CH 2 ClVMeOH/hexanes to give the title compound (902 mg, 80%). 
MS (ESI): 535/537 (M+H; 79 Br/ 8, Br). 

IR(Mic): Vmax: 3487,3471,3291, 3048,2949,2858, 1642, 1603, 1560, 1511, 1418. 
1353, 1227. 1085 cm' 1 . 

Example 587 

4-amino-5-('3-bromophcnvlV7-(6-(4-hvdroxv-4-f4-bromophenvi)piperidinvlV3- 
pvridvDpyridof2.3-d1pvrimidine 
Prepared as described for Example 370 except substituting 4-(4 , -bromophenyl)-4- 
hydroxypiperidine (Aldrich) for 4-methoxypiperidine. 
MS (ESI): 633/635 (M+H; 7 W'Br). 

IR(Mic): Vmax: 3483,3296,3055,2944, 1645, 1604, 1561, 1531, 1506, 1430, 1340, 
1238 cm 1 . 
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Example 588 . 

4-amino-5-(3-bromophenv)V7-f6-( 4-N-(2-DvridnvnDiperazinvlV3-pvridvnpvridol23- 

dlpvrimidine 

Prepared as described for Example 370 except substituting I-(2'- 
pyridino)piperazine (Aldrich) for 4-methoxypiperidine. 
MS (ESI): 539/541 (M+H; 79 Br/ 8, Br). 

IR(Mic): Vmax: 3476,3289,3052,2929,2843, 1642, 1597, 1559, 1481, 1398, 1231 cm* 
i 

Example 589 

4>amino-5-r3-bromophenvlV7-( r 6-(4-N-(2-hvdroxvethvIoxvethv))pipera7:invlV3- 
pvridvl)pvrido(X3-d1pvrimidine 
Prepared as described for Example 370 except substituting l-(2-(2- 
hydroxyethoxy)ethyl)piperazine (Aldrich) for 4-methoxypiperidine.. 
MS (ESI): 550/552 (M+H; 79 Br/* l Br). 

IR (Mic): Vmax: 3490, 3396, 3279, 3143, 2919, 2852, 1633, 1604, 1582, 1555, 1504, 
1424, 1337, 1241, 1119 cm' 1 . 

Example 590 

4-amino-5-(3-bromophenvlV7-(6-( , 4.4-diacetoxvethvlthio)piperidinvlV3- 
Pvridvnpvridof2,3-d1pvrimidine 
Prepared as described for Example 370 except substituting 4,4-di(2'-acetoxyethaN- 
1 -thio)pipcridine for 4-methoxypiperidine. This amine was prepared was made as follows: 
to a solution of 4-pipcridinonc hydrochloride salt (5.0 g, 32.6 mmol) in acetic acid (100 
mL), 2-thioethaN-l-ol (3 mL, 42.8 mmol) was added followed by BF 3 etherate (9.0 mL, 
71 .0 mmol) at room temperature. The reaction mixture was allowed to stir at room 
temperature for 3 days, and standard work-up gave a crude product 8.28 g (86%). 
MS (ESI): 697/699 (M+H; 79 Br/ 8, Br). 
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IR(Mic): Vmax 3482. 3300, 3058, 2944. 2853, 1738, 1602, 1574, 1560, 1508. 1352, 
1231 cm 1 . 

Example 591 

4-amino-5-0-bromophenvIV7-(6-(N-methv-N-f3-pvridvlmethvhamino)-3- 
pyridvhpyridof2.3-d1pvrimidine 

Prepared as described for Example 370 except substituting 3- 
(methylaminomethyl)pyridine (Maybridge) for 4-methoxypiperidine. 
MS (ESI): 498/500 (M+H; "Br/^Br). 

IR(Mic): Vmax: 3477,3298, 3092,2923, 1645, 1604, 1559, 1516. 1399, 1356 cm- 1 . 

Example 592 

4-amino-5-n-bromophenvl)-7-r6-(4-pvrrolidinvlpiperidinvlV3-pvridvnpvridor2.3- 

dlpvrimidine 

Prepared as described for Example 370 except substituting 4-(L- 
pyrrolidinyl)piperidine (Aldrich)for 4-methoxypiperidine 
MS (ESI): 554/556 (M+H; 79 Br/ 81 Br). 

IR(Mic): Vmax: 3474, 3299, 3042, 2807, 1647, 1601, 1574, 1560, 1507, 1231 cm" 1 . 

Example 593 4-amino-5-(3-bromophenvlV7-(6-(2-nH-imidazol-4-vnethvlaminoV3- 
pvridazinvl)pvridof2J-d1pvrimidine 
4-Amirio-5-(3-bromophenyl)-7-(6-chloropyridaz-3-yl)pyrido[2,3-d]pyrimidine (165mg), prepared 
in Example 367, histamine (133mg), and potassium carbonate (366mg) were suspended in 
pyridine (2ml) and heated at 1 1 0°C for 20h. The reaction mixture was then directly 
chromatographed (TFA/MeOH/CH 2 CU) to give the title compound, 
mp: o 3 235°C; MS (ESIV m/z: 488/490. 

IR(cm l ): 3475, 3301, 3199, I72K 1625,1580, 1553, 1467, 1357,1133. 

Example 594 
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4-ajnino-5-(3-bromophenvn-7-( , 6'f4-N-cvanomethvlpit)erazinvi)-3-pvridvl)pvrido[2.3- 

drpvrimidine 

Prepared by deformylation of Example 329 with hydrochloric acid in methanol and 
followed by treatment with iodoacctylnitrile in dimethyformamide. 
5 IR (mic) 3473, 3299, 2822, 1561, 1234 era' 1 ; 
MS m/z 502(M+Hr 



Example 595 

4-aminO'5"( , 3»bromophenvlV7-(6-( r 3-hvdroxvpvrroldinvl>«3«Pvridvnpvridof2.3- 
10 dlpyrimidinc 

Prepared as described for Example 370 except substituting 3-hydroxypyrrolidine 
for 4-methoxypipcridine. 

IR (microscope) 3480, 3300, 1606, 1559, 1431, 1309cm- 1 ; 
25 MS m/z 463 (M+H)\ 

15 

Example 596 

4-amino-5-(3-bromophenvn-7-f6-(4-methvlpiperidinvn-3^vridvlmvTidof2.3- 
30 dlpyrimidine 

Prepared as described for Example 370 except substituting 3-methylpiperidine for 
20 4-mcthoxypiperidine. 
35 IR (microscope) 3473, 3092, 1558, 1506, 1233 cm"'; 

MS m/z 476 (M+H)\ 



Example 597 

25 4-ajmnO"5-r3-bromophenvh-7-(6-(cis-3.5-dimethvlmorpholinvr)-3'pvridvl)pvridof2.3- 

dlpyrimidine 

Prepared as described for Example 370 except substituting cis-3,5- 
45 dimethylmorpholine for 4-methoxypiperidine. 

IR (microscope) 3475, 3090, 1 56 1,1 508, 1239, 1175 cm" 1 
30 MS m/z 492 (M+H)". 
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Example 598 

4-amino-5-0>bromophenvl)-7-r6-(4.4-<iifluoroDipridinvlV3>Dvridvl)pvridof23- 

dlpvrimidine 

Prepared as described for Example 370 except substituting 4,4-difluoropipridine 
for 4-methoxypiperidine, 4,4-difluoropipridine was prepared according to Tetrahedron, 
1977,33, 1707. 

1R (microscope) 3474, 3091, 1507, 1237 cm' 1 ; MS m/z 498 (M+H)*. 

Example 599 • 
4-amino-5-O-brornophenv0-7-(6-( 1 . 1 -dioxidovthiomorpholinvlV3- 
pyridazinvnpvridor2. 3 -dlpvrimidine 
Prepared by the oxidation of Example 605 using OsC in MeOH/CH 2 Cl, /acetone 
(1:1:1) solution. 

IR(KJBr) 3470, 1600, 1564, 1316, 1287, 1 122 cm* 1 
MSm/z513(M+H)\ 

Example 600 

4-amino-5-G-bromophenvlV7-(6-thiazolidinvl-3-pvridvnpvridor2.3-tllpvrimidinc 
Prepared according o the procedure of Example 306. 
1R (microscope) 3468 ? 3052, 1557, 1509, 1407, 1289 cm '; MS m/z 466 (M+H)\ 

Example 601 

4-amino-5-(3-bromophenvlV7-f6-( 1 , t -dioxidovthiazolidin-3-vl )-3-pvridvQpvrido["2.3- 

dlpvrimidine 

Prepared according to the procedure of Example 306. 
IR (microscope) 3466, 3090. 1563, 1508, 1234 cm 1 ; MS m/z 498 (M+H)\ 

Example 602 

4'amino-5-(3-bromophenvlV7-(6-thiomorpholinvl-3-pvridazinvnpyrido|2.3-d)Dvnmidine 
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Prepared as described for Example 367 except substituting thiomorphoiinc for 
(1 S,4S)-2-aza-5-oxa-bicycIo[2.2. 1 Jheptane.. 

IR (microscope) 3426, 3063, 1605, 1556, 1442, 1377, 1265 cm* 1 ; MS m/z 481 (M+H)\ 

Example 603 

4-amino-5^3-bromophenvlV746-(2.5^ihvdroomolvlV3-pvTidvhpyridof23^1pvrimidine 

Prepared according to the procedure of Example 306. 
IR (microscope) 3468, 3060, 1607, 1550, 1443, 1265 cm' 1 ; MS m/z 446 (M+H)*. 

Example 604 ' .r 

4-amino-5-(3-bromophenvlV7-('6-fl.3-dioxa-8-azaspiror4.51decan-8-vlV3- 

pvridvnpvridor2.3-d1nvrimidine 
Prepared according to the procedure in Example 346, with potassium-t-butoxide 
and dibromomethane in dimethylformamide. 

IR (microscope) 3468, 3052, 1557, 1509, 1407, 1289 cm 1 ; MS m/z 520 (M+H)\ 

Example 605 

4-amino-5-G-bromophenvlV7-(6-hvdroxV'3-pvridazinvnpvridor2.3-d]pvrimidine 
Prepared according to the procedure of Example 246c substituting thiomorpholine 
for dimethylamine. 

IR(KBr) 3487, 1601, 1562, 1502, 1 128 cm' 1 
MS m/z 481 (M+H) + 

Example 606 

4-amino-5-r2.3-dichlorophenvlV7-(6-ri.4-dioxa~8-azaspirof4.51decan-8-vn-3- 
pyridvl)pvridof2.3-d1pvrimidine 
The procedure of Example 392 was followed, except substituting 5-acetyl-2-(l,4- 
dioxa-8-azaspiro[4.5]decan-8-yl)pyridinc for 5-acetyl-2-morphoiinylpyridine. Treatment 
with HCl/ethanol to form the hydrochloride salt was omitted, and the free base was 
obtained instead. 
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IR (MIC) 3480, 3120. 1635. 1605, 1561. 1515. 1429. 1240cm' 1 ; MS m/z 507 (M-H)* 

Example 607 

4-ajnino-5-isQDropvl-7-(6-n.4-dioxa>8-a7^<;pirof4.51decan-8-vl)-3-pvridvnpvridor2.3- 

dlpyrimidine 

Prepared by the method of Example 327, substituting 2-methylpropanal for 3- 
bromobenzaldehyde. 
mp: ~ 205°C; 

MS (FAB) 1 m/z caJc'd for C 22 H 27 N*0 2 : 407.2195, found: 407.2186. 
IR (cm 1 ): 33 1 8, 3 1 42, 2960, 1586, 1554, 1514, 1425, 1344, 1240, 1105. ' r 

Example 608 .3 

4-aminu-5-f3-bromophenvl)-7-(6-piperidinvl>3-nvridvI)pvridol2.3-dlpvrimidine 
The title compound was prepared as described for Example 370 substituting 
piperidine for 4-methoxypiperidine, followed by treatment with 1 M HC1 ether 
MS(APCl+)m/z 461 (M+H)*; 

'H NMR (300 MHz, DMSO-d 6 ) 8 10.05 (bs, IH), 9.00 (m, 1H), 8.90 (s, 1H), 8.70 (m, 1H), 
8.23 (m, IH), 7.82 (m, 1H), 7.60 (m, 2H), 7.40 (m, 2H) ; 3.87 (m, 4H), 1.68 (m, 6H) 

Example 609 

4-amino-5-(3-bromonhenvlV7-( , 6-(3-r4-tetrahvdropvranvloxvimino)pyrrolidtnvn-3- 
pyridvl)pvrido[2,3-d1pvrimidine 
The title compound was prepared as described for Example 370 substituting 3-(4'- 
tetrahydropyranyI-oximinyl)pyiTolidine (prepared as in A-32 1236.3) for 4- 
mcthoxypipcridine, followed by treatment with 1M HC1 ether. 
MS (ESI+) m/z 560 (M+H) f ; 

'H NMR (300 MHz,DMSCMJ5 10.00(bs, IH), 9.14 (s, lH),8.90(s, IH), 8.65 (m, IH), 
7.97 (s, IH), 7.82 (m, 1 H)_. 7.60 (m, 2H), 7.38 (m, IH), 7.04 (m, lH)4.39(m, 2H), 4.25 
(m, IH), 3.84 (m, 4H), 3.42 (m, 2H), 2.94 (m, 2H). 1.94 (m, 2H), 1.57 (m, 2H) 
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Example 610 4-amino-5-(2-trifluoronhenvIphenvn-7-(6-moq 3 holinvl-3- 
pyridvl)pyridor2.3 -dlpyrimidine 
Prepared as described for Example 395 except substituting 2- 
trifluoromcthylbcnzaldehyde for 2,5-dichlorobenzaldehyde. 
lR(KBr)3495, 1674, 1634, 1487, 1421, 1321, 1302, 1190cm-'; 
MS m/z 452.9 (M+H)~. 
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WHAT IS CLAIMED IS: 

1 . A method of inhibiting adenosine kinase by administering to a mammal in need of 
such treatment a pharmaceutical ly effective amount of one or more compounds 
of formula I 




I, 

or a pharmaceutical^ acceptable salt or amide thereof in vitro or to a mammal 
wherein, 

R' and R 2 are each independently selected from the group consisting of hydrogen, 
alkenyl, alkoxyalkyl, alkoxyalkylcarbonyl, alkoxycarbonyl, alkoxycarbonylalkyl, alkyl, 
alkylcarbonyl, aminocarbonyl, aryl, arylalkyl, arylalkylcarbonyl. arylcarbonyl, 
carboxy alkyl, formyl, haloalkylcarbonyl, heterocycle, hetcrocyclealkyl, 
heterocyclccarbonyl, hydroxyaikyl, iminoalkyl, and (NZ,Z,)alkyl, or R 1 and R' may join 
together with the nitrogen atom to which they arc attached to form a 5-7 membered ring 
optionally containing 1-2 additional heteroatoms selected from the group consisting of 0 ; 
N, andS; 

Z, and Z 2 are each independently selected from the group consisting of hydrogen, 
alkoxycarbonyl, alkyl, alkylcarbonyl, benzyl, benzyloxycarbonyl, and formyl; 

R 3 is selected from the group consisting of alkenyl, alkyl, alkynyl, aryl, arylalkyl, 
cycloalkyl, cycloalkylalkyl, heterocycle, heterocyclealkyl, heterocyclealkylcarbonyL 
(NZ^alkyl, and -R A R B ; 

R A is selected from the group consisting aryl and arylalkyl; 

R° is selected from the group consiting of aryl, arylalkoxy, arylalkyl. aryloxy, 
heterocycle, and heterocyclealkyl: 

R 4 is selected from the group consisting of alkenyl, alkoxyalkynyl, alkyl, alkynyl, 
cycloalkyl, aryl, arylalkyl, heterocycle, heterocyclealkyl, and -R t R I1 R E ; 
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R c is selected from the group consiting of aryl. arylalkyl. heterocycle, and 
heterocyclcalkyl; 

R D is selected from the group consisting of aryl. arylalkoxy, arylalkoxyimino. 
arylalkyl, aryloxy, heterocycle, heterocyclealkoxy, heterocyclealkyl, heterocyclecarbonyl, 
heterocycieimino, heterocycleoxy, heterocycleoxyalkyl, heterocycleoxyimino, 
heterocycleoxyiminoalkyl, and heterocyclesulfonyl; 

R E is absent or selected from the group consiting of aryl, arylalkoxy, 
arylalkoxyimino, arylalkyl, aryloxy, heterocycle, heterocylealkoxy, heterocyclealkyl, 
heterocyclecarbonyl, heterocycieimino, heterocycieoxy, heterocycleoxyalkyl, 
heterocycleoxyimino, heterocycleoxyiminoalkyl, and heterocyclesulfonyl; and a dashed 
line — indicates that a double bond is optionally present provided that proper valencies are 
maintained; 

with the proviso that the following compounds are excluded, 
4-amino-5-(4-chorophenyl)-7-(4-nitrophenyl)pyridol[2,3-d]pyrimidine, 
4-amino-5-(4-methoxyphenyl)-7-(4-niuophenyl)pyridol[2,3-dJpyrimidine J 
4-amino*5-(4-fluorophenyl)-7-(4-fluorophenyl)pyridol[2,3-d]pyrimidine, 
4-amino-5-(4-cUorophenyl)-7-(4-nuorphenyl)pyridol[2,3-d]pyrimidine, 
4-amino-5-phenyl-7-(4-aminophenyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-phenyl-7-(4-bromphenyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-(4-methoxyphenyl)-7-(4-aminophenyl)pyrido[2,3^d]pyrimidine, 
4-amino-5-(4-methoxyphenyl)-7-(4-bromphenyl)pyrido[2,3-d]pyrimidine, and 
4-amino-5.7-diphenylpyrido[2,3-d]pyrimidine. 

2. A method of inhibiting adenosine kinase according to claim 1 comprising 
administering a compound of formula 1 
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or a pharmaceutically acceptable sail or amide thereof wherein. 

R' and R 2 are each independently selected from the group consisting of hydrogen, 
alkcnyl, alkoxyalkyL alkoxyalkytcarbonyl, alkoxycarbonyl, alkyl, alkylcarbonyl, 
aminocarbony), aryl, arylcarbonyl, carboxyalkyl, formyl, haloalkylcarbonyl, 
heterocyclealkyl, hydroxyalkyl, iminoalkyL and (NZ^aJkyl, or R 1 and R- may join 
together with the nitrogen atom to which they are attached to form a 6 membered ring 
optionally containing 1 additional heteroatom selected from the group consisting of O, N, 
and S; 

R 3 is selected from the group consisting of alkenyl, alkyl, aryl, arylalkyl, 
cycloalkyl, heterocycie, heterocyclealkyl, (NZ^alkyl, and -R A R B ; 

R A is selected from the group consisting of aryl and arylalkyl; 

R B is selected from the group consisting of aryl, arylalkoxy. arylalkyl. aryloxy, and 
heterocycie; 

R 4 is selected from the group consisting of alkoxyalkynyl, alkynyl, aryl, 
heterocycie, and -R C R°R E ; 

R c is selected from the group consisting of aryl and heterocycie; 

R D is selected from the group consisting of aryl, arylalkoxy, arylalkyl, aryloxy, 
heterocycie, heterocyclealkoxy, heterocyclealkyl, heterocyclecarbonyl, heterocycleoxy, 
and heterocyclesulfonyl; 

R E is absent or selected from the group consisting of aryl, arylalkoxy, 
arylalkoxyimino. arylalkyl. aryloxy, heterocycie. heterocylealkoxy, heterocyclealkyl. 
heterocyclecarbonyl, heterocycleimino, heterocycleoxy. heterocycleoxyalkyl, 
heterocycleoxyimino, and heterocycleoxyiminoalkyl; 

Z, and Z 2 are each independently selected from the group consisting of hydrogen, 
alkoxycarbonyl. alkyl, alkylcarbonyL benzyl, benzyloxycarbonyL and formyl; and 

a dashed line — indicates that a double bond is optionally present provided that 
proper valencies are maintained. 

3. A method of inhibiting adenosine kinase according to claim 1 comprising 
administering a compound of formula II 
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II, 



or a pharmaceutical ly acceptable salt or amide thereof wherein, 

R 1 and R 2 are each independently selected from the group consisting of hydrogen, 
alkenyl, alkoxyalkyl, alkoxyaikylcarbonyl, alkoxycarbonyl, alkyl, alkylcarbonyl, 
aminocarbonyl, aryl, arylcarbonyl, carboxyalkyl, formyl, haloalkylcarbonyl, 
heterocyclealkyl, hydroxyalkyl, iminoalkyl, and (NZ,Z,)alkyl, or R 1 and R 2 may join 
together with the nitrogen atom to which they are attached to form a 6 membered ring 
optionally containing 1 additional heteroatom selected from the group consisting of O. N, 
and S; 

R 3 is selected from the group consisting of alkenyl, alkyl, aryl, arylalkyl, 
cycloalkyl, heterocycle, heterocyclealkyl, (NZ,Z 2 )alkyl, and -R A R B ; 

R A is selected from the group consisting of aryl and arylalkyl; 

R 8 is selected from the group consisting of aryl, arylalkoxy, arylalkyl, aryloxy, and 
heterocycle; 

R 4 is selected from the group consisting of alkoxyalkynyl, alkynyl, aryl, 
heterocycle, and -R C R D R E ; 

R c is selected from the group consisting of aryl and heterocycle; 

R D is selected from the group consisting of aryl, arylalkoxy, arylalkyl. aryloxy, 
heterocycle, heterocyclealkoxy, heterocyclealkyl, heterocyclecarbonyl, heterocycleoxy. 
and hetcrocyclesulfonyl; 

R E is absent or selected from the group consisting of aryl, arylalkoxy, 
arylalkoxyimino, arylalkyl, aryloxy, heterocycle. heterocylealkoxy, heterocyclealkyl, 
heterocyciccarbonyl, heterocycleimino, heterocycleoxy, heterocycleoxyalkyl, 
heterocycleoxyimino, and heterocycleoxyiminoalkyl; and, 

Z, and Zy are each independently selected from the group consisting of hydrogen, 
alkoxycarbonyl, alkyl, alkylcarbonyl, benzyl, benzyloxycarbonyi, and formyl. 
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4. The method according to claim 3 wherein R 4 is selected from the group 
consisting of: 

phenyl; thiophene-2-yl; 3-methyl-2-oxoberizoxazolin-6-yl; 2-(dimethyIamino)-5- 
pyrtmidinyl; 2-(N-formyl-N-methyl amino)-5-pyrimidinyl; 2-(N-methoxyethyl-N-methyl 
amino)-5-pyrimidinyl; 2-(N-methylamino)5-pyrimidinyl; 2-(1-morpholinyl)-5- 
pyrimidinyt; 2-( 1 -pyrrol idinyl)-5-pyrimidiny I; 2-dimethylamino-5-pyrimidinyl; 2-furanyl; 

2- oxobenzoxazolin-6-yl; 2-pyridyl; 3-(dimethylamino)phenyl; 3-amino-4-methoxyphenyl; 

3- bromo-4-(dimethylamino)phenyl; 3-methoxyphenyI; 3-methyl-4-(N-acetyl-N- 
methylamino)phenyl; 3-methyl-4-(N-fonnyl-N-methyiamino)phenyl; 3-methyl-4-(N- 
methyl-N-(trifluoroacetyl)amino)phenyl; 3-methyl-4-(N-methylamino)phenyl; 3-methyl- 

4- pyrrolidinylphenyl; 3-pyridyl; 3,4-dichlorophenyl; 3 ; 4-methylenedioxyphenyI; 3,4,5- 
trimethoxyphenyl; 4-(acetylamino)phenyl; 4-(dimethylamino)-3-fluorophenyl; 4- 
(dimethylamino)phenyi; 4-(imidazol-l-yl)phenyl; 4-{methyIthio)phenyl; 4- 
(morpholinyl)phenyl; 4-{N-(2-(dimethylamino)ethyl)amino)phenyl; 4-(N-(2- 
methoxyethyl)amino)phenyl; 4-(N-acetyl-N-methylamino)phenyl; 4-(N-ethyl-N- 
formylamino)phenyl; 4-(N-ethylarnino)phenyl; 4-(N-formyl-N-(2- 
methoxyethyl)amino)phenyl; 4-(N-isopropylarnino)phenyI; 4-(N-methyl-N-((2- 
dimethylamino)ethyl)amino)phenyl; 4-(N-methyl-N-(2-(N- 

phthalimidyl)acetyl)amino)phenyl;4-(N-methyl-N-(2-cyano)ethylamino)phenyl; 4-(N- 
methyl-N-(2-methoxyethyl)amino)phenyi;4-(N-methyl-N-(3- 

methoxy)propionylamino)phenyl; 4-(N-methyl-N-acetyIamino)phcnyl; 4 -(N- methyl -N- 
formylamino)pheny 1; 4-(N-methyl-N-trifluoroacctylamino)phenyl ; 4-(N- 
morpholinyl)phenyl; 4-(thiophene-2-yl)phenyl; 4-(ureido)phenyl; 4-(2- 
(dimethylamino)acctylamino)phenyl; 4-(2-mcthoxy)acetylamino)ethyl)amino)phenyI; 4- 
(2-methoxy)ethoxyphenyl; 4-(2-oxo-3-oxazolidinyl)phenyt; 4-(4-methoxy-2-butyl)phenyi; 
4-(4-methylpiperidinyl)phenyl; 4-(5-pyrimidinyl)phenyl; 4-aminophenyl; 4-bromophenyl; 
4-butoxyphenyl; 4-carboxamidophenyl; 4- chloro phenyl; 4-cyanophcnyl; 4- 
diethylaminophenyl; 4-diethylmalonylally {phenyl: 4-dimethylaminophenyl; 4- 
ethoxyphenyl; 4-ethylphenyl; 4-fluorophenyl; 4-hydroxy phenyl; 4-imidazoiyl phenyl; 4- 
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iodophenyl; 4-isopropylphenyl; 4-methoxyphenyl; 4-methylaminophenyl; 4- 
.methylsulfonylphenyl; 4-morpholinylphenyi; 4-N-(2-{dimethylamino)ethyl)-N- 
formylamino)phenyl; 4-N-(3-methoxypropionyI)-N-isopropyl-amino)pheny]; 4-N-ethyl- 
N-(2-methoxycthyl)amino)phenyl; 4-N-formylpiperazinylphenyl) 4-nitrophenyl; 4- 
piperidinylphenyl; 4-(3-pyridyl)phenyi; 4-pyrrolidinylphenyi; 4-t-butylacrylphenyl; 5- 
(dimelhylamino)thiophene-2-y!; 5-amino«2-pyridyl; 5-dimethylamino-2-pyrazinyl; 3- 
dimethylaminopyridazin-6-yl; 5-dimethylamino-2-pyridyl; 5-pyrimidinyIpheny); 6-(N- 
methyl-N-formylamino)-3-pyridinyl; 6-(N-methyl-N-methoxyethylamino)-3-pyridinyl; 6- 
(2-oxo-3-oxazo!idinyl)-3-pyridinyl; 6-dimethylaxnino-3-pyridiny]; 6-imidazolyI-3- •;• 
pyridinyl; 6-morpholinyl-3-pyridinyl; 6-pyrrolidinyl-3-pyridinyl; 6-(2-propyl)-3-pyridinyl; 
(4 : formylamino)phenyl; 6-(4-oxopiperidmyl)-3-pyridazinyl; 6-(4- 
morpholinyliminopiperidinyI)-3-pyridazinyl; 6-((lS,4S)-2-oxa-5-azabicyclo[2.2.1]heptan- 

5- yl)-3-pyridazinyl; 6-(4-methoxyiminopiperidinyl)0-pyridazinyl; 6-phenylmethoxy-3- 
pyridazinyl; 6-( i , 1 -dioxido>thia2olidin-3-yl)-3-pyridyl; 6-( 1 ,3-dioxa-8- 
azaspiro[4.5]decaji-8-yl)-3-pyridyl; 6-(l-oxa-4-thia-8-azaspiro[4.5]decan-8-yI)-3-pyridyl; 

6- (l,l-dioxidoythiomorpholinyl)-3-pyridazinyl; 6-(l-oxa-4,4-dioxido-4-thia-8- 
azaspiro[4.5]decan-8-yl)-3-pyridyl; 6-(l-oxa-4-oxo-4-thia-8-azaspiro[4.5]dccan-8-yl)-3- 
pyridyl; 6-(3-hydroxy-8-azabicyclo[3.2.1]octan-8-yl)-3-pyridyl; 6-(4-oxo-l-phenyl-l,3,8- 
triazaspiro[4.5]decan-8-yl)-3-pyridyl;6-(4-oxo-l-phenyl-l ,3,8-triazaspiro[4.5]dec-2-en-8- 
yl>3~pyridyl; 6-CN-l,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3-p>Tidylsu]fonamide; 2-(U- 
dioxidothiomorpholinyI)-5-thiazoyl; 5-(l,4-dioxa-8-azaspiro[4.5]decan-8-yl)-2-pyrazinyl; 
2-(l,4-dioxa-8-azaspiro[4.5]decan-8-yl)-5-thiazoyl; 6-(hexahydro-lH-furo(3,4-c]pyrTol-5- 
yl)-3-pyrida2inyl; 6-(hexahydro-lH-furo[3,4-c]pyrrol-5-yl)-3-pyridy]; 6-(4- 
methoxypiperidinyl)-3-pyridyl; 6-(4,7-epoxy-7-methyl-2,3,3 A,4 ? 5,6,7,7a-octahydro- 1 H- 
isoindolyl)-3-pyridazinyl; 6-(4-(4-ietrahydropyranyloxy)iminopiperidinyI)-3-pyridaztnyl; 
6-isopropoxy-3-pyridazinyl; 6-(2,4-dioxo-(l H,3H)-quinazolin-3-yl)-3-pyridyl; 6-(4-(N- 
meihylpiperazinyl)iminopiperidinyl)-3-pyrida^inyl;6^4^etrahydropyranyloxy)-3- 
pyridazinyi; 6-morpholinylethoxy-3-pyridazinyl; 6-(4-ethoxypipcridinyl)-3-pyridazinyI; 6- 
( 1 ,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3-pyridyl; 6-(4-(2-ethoxyethoxy)pipcridinyl)-3- 
pyridazinyl; 6-((3aR,6aS)-2"Oxo-tetrahydro-3aH413]dioxolo[4,5<]pyrrol-5-yI)-3-pyridy!; 
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6-(4-(4-tetrapyranyloxyethyl)piperidinyl)-3-pyridazinyl; 6-(3-(R)- 
tetrahydrofuranyIoxy)pip€ridinyl)-3-pyrida2inyl: 6-(3-(S)- 
tetrahydrofuranyloxy)piperidinyl)-3-pyridazinyl; 6-(trans-3-ethoxy-4- 
hydroxy)pyrrolidinyl)-3 -pyridazinyl; 6-(cis-3-ethoxy-4-hydroxy)pyrTolidinyl)-3- 
pyridazinyl; 6-(trans-3-ethoxy-4-hydroxy)pyrrolidinyl>3-pyridyl; 6-(trans-3,4-bis- 
ethoxy)pyrrolidinyl)-3-pyrida2inyl; 6-(trans-3,4-bis-ethoxy)pyrrolidiny!)-3-pyridy]; 6-(cis- 
3,4-bis-ethoxy)pyrrolidmyl)-3-pyridyl; 6-(cis-3 T 4-bis-ethoxy)pyrrolidinyl)-3-pyridazinyl; 
6-(cis-3-elhoxy-4-hydroxy)pyrroiidinyl)-3-pyridyl; 6-(cis-3-amino-4- 
hydroxy)pyrrolidinyl)-3-pyridazinyl; 6-(cis-3-amino-4-hydroxy)pyrrolidinyl)-3-pyri4yl; 6- 
(l,5-dioxa-9-azaspiro[5.5]undecan-9-yl)o-pyridazinyl; 6-(4-tertbutyl)piperidinyl-3- 
pyridazinyl; 6-(4-N-formyl)piperidinyl-3-pyrida2inyl; 6-morpholiny 1-3 -pyridazinyl; 4-N- 
l,4-dioxa-8-azaspiro[4.5]decan-8-ylbenzenesulfonamide; 4-(4-dioxa-8- 
azaspiro[4.5]decan-8-ylcarboxamide)phenyl; 6-(3-methoxy-l > 5-dioxa-9- 
azaspiro[5.5]undecan-9-yl)-3-pyridazinyl; 6-( 1 ,5-dioxa-3-hydroxymethyl-9- 
azaspiro[5.5]undecan-9-yl)-3-pyridazinyl; 6-(S-0-ethyl-2-hydroxymethylpyrrolidinyI)-3- 
pyridazinyl; 6-(4-acetyl-l-oxa-4 ; 8-diazaspiro[4.5]decan-8-yl)-3 -pyridazinyl; 6-((2R,3R)- 
2,3-bis(methoxymethyl)- 1 ,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3-yrida2inyl; 6-((2S,3S)- 
2,3-dimethyl- 1 r 4-dioxa-8-azaspiro[4 J]decan-8-yl)-3-pyridazinyl; 6-(4,4-(cis- 1 ,2- 
dioxycyelopemane)piperidinyl)-3-pyridazinyl; 6-(4,4-(lS,2S- 
dimethoxymethylethanedioxy)pipcridinyl)-3-pyridazinyl; 6-(4,4-(cis-3,4-dioxy- 
oxacyclupentane)piperidinyl)-3-pyridazinyl; 6-(4 ? 4-(l ; 3-dioxy-2- 
methoxy propylene)piperidiny l)-3-pyridazinyl; 6-(4,4-( 1 ,3-dioxy-2- 
hydroxymethyipropylene)piperidinyl)-3-pyridazinyi; 6-(4,4-(2-(2 7 2-spiro- 
oxacyciopropane-1 ,3 -dioxypropylene)piperidiny I )-3 -pyridazinyl; 6-morpholiny 1-3- 
pyridazinyl; 6-(4-morpholinylimtnopipcridinyl)-3-pyridyl; 6-(4-(N- 
methylpiperazinyl)iminopiperidinyl>3-pyridyl; 6-(4-(K2,4-triazol-l-yl)iminopiperidinyi)- 
3-pyridyl;6-(4-ethylpiperidinyIcarboxylate)-3-pyridyl; 2-phenylmethyI-3(2H)- 
pyridazinone-6-yl; 6-(4-(morpholinylcarboxamide)piperidinyl)-3-pyridyl; 6-(4-(N- 
morpholinylaminocarboxamide)piperidinyl)-3-pyridyl; 6-(4-(N,N- 
dimethylaminocarboxamide)piperidinyl)-3-pyridyl; 6-(4-(N-methyl-N- 
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methoxyethylcarboxamide)piperidinyl)-3-pyridyl; 6-(4-(N- 

methoxyethyIcarboxamide)piperidinyl)-3-pyridyl; 6-(4-hydroxymethylpiperidinyl)-3- 
pyridyl; 6-(4-hydroxypiperidinyl)-3-pyridyl; 6-(4-N-acety(piperazinyl)-3-pyridyl; 6-(4- 
cyanopiperidinyl)-3-pyridyl; 6-(4-N-(4-fluorophenyl)piperazinyl)-3-pyridyl; 4- 
morpholinylbenzenesulfonamide; 4-N-4,4-ethylenedioxypiperidinylbenzenesuIfonamide; 
4-N-cyclopropylbenzenesuIfonamide; 4-piperidinebenzenesulfonamide; 4-(4- 
cyanopiperidine)benzenesulfonamide; 4-N-cyclopropyImethy!benzenesulfonamide; 4- 
N,N-dimethylaminobenzenesulfonamide; 4-N-(S)-2- 

hydroxymethylpyrrolidinebenzenesulfonamide; 4-(4- ■■ 
hydroxypiperidine)benzenesulfonamide; 4-(cis-3,5- 

dimethylmorpholinyI)benzenesulfonamide; 3-fluoro-4-thiomorpholinylphenyl; 6- 
(thiomorphoUnyl)-3-pyridyi; 6-(4,4-dioxothiomorpholinyl)-3-pyridyl; 4-(4,4- 
ethylenedioxypiperidinylcarboxamide)phenyI; 4-(N-cyclopropylcarboxamide)phenyl; 4- 
(morpholinylcarboxamide)phenyl; 6-N-cyclopropylamino-3-pyridyi; 4-(4- 
hydroxypiperidinylcarboxamide)phenyl; 6-(S)-hydroxymethylpyrrolidinyl^-pyridazinyl; 
6-(4-(2-ethoxyethoxy)piperidinyl)-3-pyridyl; 6-hexahydropyrimidine)-3-pyridyl; 6-(S)-2- 
ethoxyethoxypyrrolidinyl)-3-pyridyI; 6-(R)-2-ethoxyethoxypyrroIidinyl)-3-pyridyl; 6-(cis- 
3,4-dihydroxypyrolidinyl)-3-p>Tidyl; 6-[(3aR.6aS)-tetrahydro-3aH-[l,3]dioxolo[4,5- 
c]pyrroI-2-one-5-yl]-3-pyridyl; 6-(cis-2.3-dihydroxypyrrolidinyI)-3-pyridazinyi; 6-(S,R-2- 
hydroxymethy]-4-hydroxypyrrolidinyl)-3-pyridyl; 6-(R-2-hydroxymethyl-4-pyrrolidinyI)- 
3-pyridazinyI; 6-(l S,4S)-2-aza-5-oxa-bicyclo[2.2. !]heptane)-3-pyridyl; 6-(2- 
imidizolidone-I-yl)-3-pyridyk 4-(2,4-(lH T 3H)-quinazolinedion-3-yI)phenyl; 6- 
morpholinylcarboxamide-3-pyridazinyl; 6-methoxy-3-pyridazinyl; 6-N,N- 
diethoxyethyiamino-3-pyridazinyl; 6-(4-ethoxymethylpiperidinyl)-3-pyridazinyl; 6-(4-(4> 
tetrahydropyranylmcthyl)piperidinyl)-3-pyridazinyi; 6-(4- 
ethoxyethoxymethylpiperidinyl)-3-pyridazinyl; 6-N-methyl-N-l,3- 
dioxaianemethylamino)-3-pyridazinyi; 6-(4,4-dioxyethylenecyclohexyioxy)-3-pyridazinyl; 
6-dihydroxymethylmethoxy-3-pyridazinyl; 6-(3-pyridyloxy)-3-pyridazinyl; 4.7-epoxy-7- 
methy]-2,3,3A,4,5,6J,7a-octahydro-lH-isoindoIyl; 6-(4-N-methyl-N-methoxyethyl)-3- 
pyridazinyl; 6-(3 ? 4-dimethoxymcthoxypyrrolidinyl)-3-pyridazinyl; 6-(trans-3-hydroxy-4- 
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methylpyrrolidinyl)-3-pyridazin>i; 6-(trans-3-hydroxy-4-meihylpyrrolidinyl)-3-pyridyl; 6- 
(cis-3-bydroxy-4-methylpyrrolidinyl)-3-pyrida2inyl; 6-(cis-3-hydroxy-4- 
methylpyrrolidinyl)-3-pyridyl; 6-(irans-3-cyano-4-hydroxylpyTroIidinyl)0-pyridyl; 6-(3- 
hydroxy-4-tert-butyicarboxamidepyrrolidinyl)-3-pyridyl; 6-(S-2-(4- 
teirahydropyranyloxy)meihylpyirolidinyl)-3-pyridazinyI; 6-(2-(4- 
tetrahydropyranyIoxy)iminopyirolidinyl)-3-pyridazinyl; 2-morpholtnyl-5-lhiazoyl; 5- 
bromo-2-thienyl; 2,5-dimethyi-3-thienyl; 5-chloro-2-thienyl; 2,4-dimethyl-5-thiazoyl; 5- 
methy[-2-thienyl; 2-furanyl; 2-(4,4-dioxyethylenepiperidinyl)-5-thiazoyl; 3-thienyl; 3- 
methyl-2-thienyI; 2-morpholinyl-4-thiazoyl; 2-morpholinyl-4-trifluoromethy-5-thia2oyl; 
5-morpholinyl-2-thienyl; 4-methyl-2-morpholinyl-5-thiazoyl; 2,5-dichloro-3-thienyl; 2,5- 
dimethyl-3-furanyl; N-methyl-2-pyrrolyl; 2-N,N-dimethylamino-5-thia2oyl; 2- 
morpholinyl-5-thiazoyl; 2-(4,4-dioxythiomorpholinyI)-5-thiazoyl; 1 -N-methyi-2- 
morpholinyl-5-imidazoyl; 2-morpholinyl-5-oxazolyl; 2-N-methyl-N-methoxyethy!arnino- 
5-thiazoyl; 2-N-methyl-N-ethylamino-5-thiazoyl; 2-N-pyrrolidinyl-5-thiazoyl; 2-N- 
methyl-N-propylamino-5-thiazoyI; 2-N,N-diethylamino-5-thiazoyl; 2-(N- 
methypiperazinyl)-5-thiazoyl; 2-(N-(2-pyridyl)piperazinyl)-5-ihiazoyl; 2-N-methy-N-(2- 
pyridylethyl)-5-thiazoyl; 2-(4-oxopiperaziny])-5-thiazoyl; 2-(4-(N- 
morpholinyl)iminopiperaziny])-5-thiazoyl; 6-N-morpholine-3-pyridinesulfonamide; 2-(4- 
oxopiperidinyl)-5-pyrimidyl; 2-{4,4-dioxethyIenepiperidinyl)-5-pyrimidyl; 5-(4,4- 
dioxethylenepiperidinyl)-2-pyria5cinyl; 5-(4-oxopiperidinyl)-2-pyrazinyl; 6-N-cyclopropyl- 
3-pyridinesulfonamide: 6-N-(4,4Hiioxethylenepiperidinyl)-3-pyridinesulfonamide; 2-(4- 
(4-tetrahydropyranyloxy)iminopiptjridinyl)-5-pyrazinyI; 6-(4- 

(phenylmethoxy)iminopiperidinyl)-3-pyridyl; 6-(4-(tert-butyloxy)iminopiperidinyl)-3- 
pyridyl; 6-(4-(cyc!ohexy!oxy)iminopiperidinyl)0-pyridyl; 6-(4-hydroxyiminopiperidinyl)- 
3-pyridyl; 6-(4-(4-tctrahydropyranyloxy)iminopiperidinyl)-3-pyridyl; 6-(4- 
methoxyethoxyiminopiperidinyl)-3-pyridyl; 6-(4-(2-thenylmethoxy)iminopiperidinyl)-3- 
pyridyl; 6-(4-(4^(5 , H-2-oxyfuranyl>4-hydroxy)piperidinyl)-3-pyridyl; 6-{4-(l-(4- 
tetrahydropyranyloxy)iminoethyl))-4-hydroxypiperidinyl)-3-pyridazinyl; 6-(4-<4'-acctyl- 
4*-hydroxypiperidinyl)-3-pyridazinyl; 6-(4-( 1 -(isopropy!caboxymethoxy)iminoethyl))-4- 
hydroxypiperidiny!)-3-pyridyl; 6-(4-( 1 -(ethylcaboxymethoxy)iminoethyl))-4- 
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hydroxypiperidiny I)-3-pyridyl; 6-(4-( I -(methylcaboxymethoxy)iminoethyl))-4- 
hydroxypiperidiny])-3-pyridyl; 6-(4-(l-(2-tetrahydropyranyloxy)iminoethyl)H- 
hydroxypiperidiny l)-3-pyridy I; 6-(4-( 1 -(aliyloxy)iminoethy l))-4-hydroxypiperidiny})-3- 
pyridyl; 6-(4-(l -(elhoxy)iminoethyl))-4<hydroxypipcridiny l)-3-pyridyl; 6-(4-( 1 - 
5 (mcthoxy)iminocthyl))«4-hydroxypiperidinyl)-3-pyridyl; 6-(4-(I-(hydroxy)iminoethy]))-4- 
hydroxypiperidinyl)-3-pyridyI; 6-(4-<2-tetrahydropyranyloxy)iminopiperidinyI)-3-pyridyl; 
6-(4-(isopropylcarboxymethoxy)iminopiperidinyl)-3-pyridyl; 6-(4-hydroxy-4-( 1 -(4- 
tetrahydropyMyloxy)iminoelhyl))-4-hydroxypiperidinyl)-3-yridyl; 6-(4-(3- 
butyro lactone >-4-hydroxypiperidinyl)-3-pyridyL; 6-(4-(2-butyrolactone)-4- V 
10 hydroxypiperidiny l)-3-pyridazinyl; 6-(4-acetyl-4-hydroxypiperidinyI)-3-pyridyl; 6-(3- 
hydroxyazetidinyl)-3-pyridyl; 6-(cis-3-hydroxytropanyI)-3-pyridyl; 6-(cis-2,3- 
dihydroxypiperidinyl)-3-pyridyl;6-(N-methyl-N-0^^ 

6-( 1 ,2,3,6-tetrahydropyridyl)-3-pyridyl; 6-(4-(N-4 , methoxyphenylcarbamoyl)piperidinyl)- 
3-pyridazinyl; 6-(4-(2-butyrolactone)-4-hydroxypiperidinyI)-3-pyridyl; 6-(trans-3,4-bis(N- 

1 5 4 , -methoxyphenylcarbamoyl)pyrrolidinyl)-3-pyridyl; 6-(trans-3-hydroxytropanyl)-3- 
pyridyl; 6-(S,S-trans-3 5 4-dihydroxypyrroHdinyl)-3«pyridyl; 6-(R,R-trans-3,4- 
dihydroxypyrrolidiriyl)-3-pyrida2inyi; 6-(R,R-trans-3 ? 4-dihydroxypyrrolidinyl)-3-pyridyl; 
6-(8-(1-phenyUl,3,8-triaza-2-spiro[4 : 5]deceN-4-one)-3-pyridyl; 6-(8-( 1 -phenyl- 1,3,8- 
triaza-2-spiro|4 ; 5 |deceN-4-one)-3-pyridyl; 6-(4-(2-keto- 1 -benzimidazolinyl)piperidiny I)- 

20 3-pyridazinyl; 6-(4-oxothiomorpholinyl)-3-pyridyl; 6-(4-(2-keto- 1 - 

benzimidazoIinyl)piperidinyl)-3-pyridyl; 6-(N-methyi-K-(2-pyridylethyl)amino)-3- 
pyridyi; 6-(N-methyl-N-(4-pyridyiethyl)amino)-3-pyridyi; 6-N-(3-pyridytmethy])amino-3- 
pyridyl; 6-(2-hydroxymethylpiperidinyl)-3-pyridyl; 6-(4-hydroxy-4-(4« 
bromophenyl)piperidinyl)-3-pyridyl; 6-(4-N-(2-pyridnyl)piperazinyl)-3-pyridyl; 6-(4-N- 

25 (2-hydroxyethy!oxyethyl)piperazinyl)-3-pyridyl; 6-(4,4-diacetoxyethyithio)piperidinyl)-3- 
pyridyl; 6-(N-meihy-N-(3-pyridylmethyl)amino)-3-pyridyl; 6-(4-pyrrolidinylpiperidinyl)- 
3-pyridyl; 6-(4-N-cyanomethylpiperazinyl)-3-pyridyl; 6<3-hydroxypyrroldinyl)-3-pyridyl; 
6-{4-methylpiperidinyl)-3-pyridyl; 6-(cis-3,5-dimethylmorpholinyl)-3-pyridyl; 6-{4,4- 
difluoropipridinyl)-3-pyridyl; 6-(4 ? 4-dioxythiomorpho!inyl)-3-pyridazinyl; 6- 

30 ihiazolidinyl-3-pyridyl; 6-( 1 , 1 -dioxythiazolidinyI)«3-pyridyl: 6-thiomorpholinyl-3- 
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pyridazinyl; 6-(2.5-dihydropyrrolyl)-3-pyridyI; 6-(hexahydro- 1 H-furo[3 ? 4-c|pyrrol-5-yl)- 
3-pyridyl; 6-hydroxy-3-pyridazinyl; 6-piperidinyI-3-pyridyl; and 6-(4- 
tetrahydropyrajiyloxy)iminopyrroiidinyI-3-pyridyI; 6-morpholinyl-3-pyridyl. 

10 

5 5. The method according to claim 3 wherein R 3 is selected from the group 
consisting of: 

/5 (thiophene-2-yI)methyl; (thiophene-3-yl)methyl; butyl; cycloheptyl; pentyl; 

thiophene-2-yl; l-(3-bromophenyl)ethyl; 2-(N-phenylmethoxycarbonyl)aminophenyl; 2- 
(3-bromophenyl)ethyl; 2-(3-cyanophenyl)methyl; 2-(4~bromophenyl)ethyl; 2-(5-chlqro-2- 
10 (thiophen-3-yl)phenyl; 2-bromophenyl; 2-ruranyI; 2-methylpropyl; 2-phenylethyl; 

20 

phenylmethyl; 2,3 -dimethoxy phenyl; 2,3-methylenedioxy phenyl; 3-(ruran-2-yl)phenyI; 3- 
(thiophen-2-yl)phenyl; 3-(2-pyridyI)phenyl; 3-(3-methoxybenzyt)pheny]; 2-(3- 
aminopropynyl)phenylmethyI; 3-benzyloxyphenyl; 3-bromo-4-fluorophenyl; 3-bromo-5- 

25 iodophenyl; 3-bromo-5-methoxyphenyl; 3-bromophenyI; 3-bromophenyl)methyl; 3- 

15 carboxamidophenyl; 3-chlorophenyI; 3-cyanophenyl; 3-diethylmalonylallylphenyl; 3- 

dimethylaminophenyl; 3-ethoxyphenyl; 3-fluoro-5-trifluoromethylphenyl; 3-fluorophenyl; 
3-hydroxyphenyl; 3 -iodophenyl; 3-methoxyethyoxyphenyl; 3-methoxyphenyl; 3- 

30 methylphenyl; 3-methylsulfonylphenyl; 3-methyithiophenyl; 3-t-butylacrylphenyl; 3- 

trifioromethyoxyphenyl; 3-trifluoromethylphcnyl: 3-vinylpyridinylphenyl; 3,4- 
20 dichlorophenyl; 3.4-dimethoxyphenyl; 3.4-methylenedioxyphenyl; 3,4,5- 

35 trimethoxyphenyl; 3,5-di(trifluoromethyl)phenyl; 3,5-dibromophenyl; 3,5-dichiorophenyl; 

3,5-dimethoxyphenyl; 3,5-dimethylphenyl; 4-(2-propyl)phenyl; 4-(2-propyl)oxyphenyl; 4- 
benzyloxyphenyl; 4-bromophenyl; 4-bromothiophene-2-yl; 4-butoxyphenyl; 4- 
dimethylaminophenyl; 4-fluoro-3-trifluoromethylphenyl; 4-methoxyphenyl; 4- 

40 25 neopentylphenyl; 4-phenoxyphenyl; 5-bromothiophene-2-yl; 5-cyclohexyl; 5-cyclopropyl; 

5-hexyl; 5-methyl; 5 -phenyl; (2-bromo-5-chlorophenyl)m ethyl; (2-bromophenyl)methyl; 
(5-chloro-2-(3-methoxyphenyl)phenyl)methyl; 3-bromophenyl; 2-pyridyI; 2- 

45 ethoxyphenyl; 5-ethoxyphenyl; 2,5-dichlorophenyl; 2»5-dimethylphenyl; 3-fluorophenyl; 

3-trifluoromethylphcnyl; 5-trifluoromethylphenyI; 3,5-diclorophenyl; 4-bromo-2-thienyl; 
30 3-bromo-2-thienyl; 3-cyanophenyl; 4-tetrahydropyranyl; 3-indoIyl; 5-indolyl; 4-quinolyl; 

50 
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2-bromophenyl; 4-fluorophenyl; 4,4-difiuorocyclohexyl; l.I-dimethyl-3-butenyl; 2.3- 
dichlorophenyl; isopropyl; and 2-trifluoropheny I phenyl. 

6. The method according to claim 1 wherein the compound is selected from the group 
5 consisting of: 

4-(N-(2,3-<lihydroxypropyl)amino)-5-(3-bromophenyl)-7-(6-morpholinyl-3- 
pyridinyl)pyrido[2,3-d]pyrirnidine; 

4-(N-(3-morpholinylpropyl)amino)-5-(3-bromophenyl)-7-(6-morpholinyl-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; -;• 
10 4-{>42-(4-imidazo!yl)ethyl)^ 
pyridinyI)pyridol2,3-d]pyrimidine; 

4-(N-(3-carboxypropyI)amino)-5-(3-bromophenyl)-7-(6-morpholinyl-3- 
pyridinyl)pyrido[2,3-d)pyrimidine; 

(S)-4-amino-5-(3-bromophenyl)-7-(6-(0-methyl-2-hydroxymethylpyrrolidinyl)-3- 
1 5 pyridinyl)pyrido[2.3-d]pyrimidine; 

(S)-4-amino-5-(3-bromophenyl)-7-(6-(2-hydroxymethylpyrrolidinyl)-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(2-bromophenyl)-7-(6-(4-hydroxypiperidinvl)-3-pyridiny))pyrido[2,3- 
djpyrimidine; 

20 4-amino-5-(4-{luorophenyi)-7-(6-(4 ? 4-ethylenedioxypiperidinyl)-3- 
pyridinyI)pyrido[2,3-d]pyrimidine; 

4-amino-5-(2-bromophenyl)-7-(6-(4-hydroxypiperidinyI)-3-pyrida2vi)pyrido[2,3- 
d]pyrimidine; 

4-amtno-5-(3-bromophenyI)-7-(6-(4,4-ethylenedioxypiperidiny!)-3- 
25 pyridazyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-morpho]inyl-4-thiazo!yl)pyrido[2 I 3- 
djpyrimidine; 

4-amino-5-(N-methy]-3-indolyl)-7-(6-morpholinyl-3-pyridinyl)pyrido[2 J 3- 
djpyrimidine; 



WO 00/23444 



PCT/US99/24901 



4-amino-5-(3-bromophenyl)-7-(6-(4-ethoxyiminopiperidinyi)o- 
pyridinyl)pyrido[2,3 -djpyrimidine; 

4-amino-5-(3-bromopheny])-7-(6-(4-ethoxycarbonylmethoxyiminopiperidinyl)-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(4-dimethylaminophenyl)-7-(4^ 

4-amino-5-(4-dimethylaminophenyl)-7-(4-dimethyIaminophenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(4-methoxyphenyl)-7-(4-dimethylaininophenyl)pyrido[2,3-- 
djpyrimidine; 

4-amino-5<4-dimethylaminophenyl)-7-(4-methoxyphehyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5<4-(2-propyl)phenyl)-7-(4-methoxyphenyl)pyrido[2J-d]pyrimtdine; 
4-amino-5-(4-neopentylphenyl)-7-(4-methoxyphenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(4-butyloxyphenyi>7-(4-methoxyphenyi)pyrido[2,3-d]pyrimidine; 
4-amino-5-(4-methoxyphenyl)-7-(4-bromophenyl)pyrido[2,3-d]pyrimidinc; 
4-amino-5-(4-(2-propyl)oxyphenyl>7-(4-methoxyphenyl)pyrido[2 } 3-dJpyrimidine; 
4-amino-5-(4-butoxy phenyl)- 7-(4-N-fcrmyi pi perazinylphenyl )pyrido [2,3- 
d]pyrimidine; 

4-amino-5-(4-ben2yioxyphenyi)-7-(4-methoxyphenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(4-phenoxyphenyl)-7-(4-methoxyphenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(4-(2-propyl)phenyl)-7-(4-diethylmalonylaIlylphenyl)pyrido[2.3- 
djpyrimidine; 

4-amino-5-(4-(2-propyl)phenyl)-7-(4-t-bu^ 

4-amino-5-(3-bromophenyl)-7-(4-dimethylaminophenyl)pyrido [2 .3 -djpyrimidine; 
4-amino-5-(3,4-dimethoxyphcnyl)-7-(4-dimethyiaminopheny])pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-t-butyiacry)phenyl)-7-(4-dimethylaminophenyi)pyrido[2,3- 
djpyrimidine; 

4-amino-5-{3-methoxyphcnyl-7-(4-dimethylaminophenyl)pyrido[2 1 3-d]pyrimidi 



-317- 



WO 00/23444 



PCTAJS99/24901 



4-amino-5<3,5-dimeihoxyphenyl-7-(4-dimethylaminophenyl)pyrido[2 T 3- 
d]pyrimidine; 

4-amino-5-(3-dieihylmalonyIal]ylphenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-vinylpyridinylphenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-trifluoromethyiphenyl)-7-(4^imethylaminophenyl)pyTido[2,3- 
d]pyrimidine; 

4-amino-5-(3<arboxamidophenyl)-7-(4-dimethylaminophenyi)pyrido[2 } 3- •;- 
d]pyrimidine; 

4-amino-5<3-cyanophenyl)-7-(4-dimethylaminophenyl)pyrido[23-d]pyrimidine; 
4-ammo-5<3-benzyIoxyphenyl)-7-(4-dimethylaminophenyl)pyrido[2 1 3- 
d]pyrimidine; 

4-amino-5-(3-methoxyphenyl)-7-(4-methoxyphenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(4-butoxyphcny1)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-(2-pyridyI)phenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
djpyrimidine; 

4-ainino-5-(3-methylphenyl)-7-(4-dimethylarninophenyl)pyrido[2 s 3-d]pyrimidine; 

4-amino-5-(3-ch]orophenyl)-7-(4-dimethyIajninophenyl)pyrido[2 : 3-d]pyrimidine; 

4-amino-5-(3-fiuorophenyl)-7-(4-dimethylaniinophenyl)pyrido[23-d]pyrimidine; 

4-ammo-5-(3-bromophenyl)-7-(4-methoxyphenyl)pyndo[2,3-d]pyrimidine; 

4-aminc>5-(3-methoxyphenyI)-7-(4-bromophenyl)pyrido[2J-d]pyrimidine; 

4-amino-5-(3-bromophcnyI)-7-phenylpyrido [2,3-d]pyrimidine; 

4-aminoo-(3-bromophcnyl)-7-(4-ethylphenyl)pyrido[2,3-d]pyrimidine; 

4-aminoo<3-bromophcnyl)-7-(4-bromophenyl)pyrido[2 J 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-cyanophenyl)pyridof2,3-d'|pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-hydroxyphenyl)pyrido[2,3-dlpyrimidine; 

4-amino-5-(3Modophenyl)-7-(4-dimethylaminophenyl)pyrido[2,3-d]pyrimidine; 

4-aminor5-(3-ethoxyphcnyl)-7-(4-dim^ 
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4-amino-5-(3-u-ifloromethyoxyphenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3,5-dichlorophenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5^3-bromo-4-fluorophenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-hydroxyphenyI)-7-(4-dimcthylamino^ 

4-amino-5-(3-bromophenyl)-7-(4-morpholinylphenyl)pyrido[2 T 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-piperidinylphenyi)pyrido[2 t 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(imid^ 

4-amino-5-(3-bromophenyI)-7-(4-ch]orophenyl)pyridof2 T 3-d]pyriniidine; 

4-amino-5-(3-bromophenyl)-7-(4-isopropylphenyl)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-trifluorophenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5^3-bromophenyl)-7-(4-diethylaminophenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(3,4,5-trimethoxyphenyl)pyrido[23-dJpyrimidine; 

4-amino-5-(3-(3-methoxybenzyl)phenyl>7-(4-dimethylaminophenyl)pyrido[2 > 3- 
d]pyrimidine; 

4-amino-5-(3-methoxyethyoxyphenyl)-7-(4-dimethyIaminophenyl)pyrido[2,3- 
djpyrimidine; 

4-timinoo-(3 ; 4-methyIenediox>TDhenyl)-7-(4-dimethylaminophenyl)pyridof2,3- 
d]pyrimidine: 

4-aminoo-(3-bromophenyl)-7-(4-ethoxyphenyI)pyrido[2.3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(2 , -thiophene)pyrido[2 ) 3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(4-tluorophenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-dimcthylaminophenyI)-7-(4-dimethyiaminophenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-phenyl-7-(4-dimethylaminoph^^ 

4-amino-5-(3,4,5-trimethoxyphenyI>7-(4Kiimethylaminophenyl)pyrido[2 : 3- 
d]pyrimidine; 

4-amino-5-{3-bromophenyl)-7-(4-nitrophcnyl)pyrido[2,3-d]pyrimidine; 
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4-amino-5-(3-bromophcnyl)-7-(4-iodophenyl)pyrido[2.3-d]pyrimidine; 
4-amino-5-(3-brornophenyl)-7-(3.4-methylenedioxyphenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(thiophcn-2-yl)-7-(4-morpholinylphenyl)pyrido [2,3-d]pyrimidine; 
4-amino-5-(3,5-dimethoxyphenyl)-7-(ihiophen-2-yle)pyrido (2J-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(4-carboxamidophenyl)pyTido[2 ? 3-d]pyrimidine; 
4-amincH5-(3-bromophenyl)*7-(4-(2-meihoxy)ethoxyphenyl)pyridof2 ? 3- 
d]pyrimidine; 

4-amino-5-(3,5-dimethoxyphcnyl)-7-{4-morphoIinylphenyl)pyrido[2,3" { 
d]pyrimidine; 

4-amino-5-(3-trifluoromcthy]phcnyl)-7-(thiophene-2-yl)pyrido [2 ? 3-d]pyrimidine; 
4-amino-5-(3-bromophenyi)-7-(4-aniinophenyi)pyrido[2J-d]pyrimidine; 
4-amino-5-(3-bromo-4-tluorophenyl)-7-(thiophene-2-yl)pyrido [2,3-d]pyrimidine; 
4-amino-5-(3-bromo-4-fluorophenyl)-7-(2-furanyl)pyrido [2 ? 3-d]pyrimidine; 
4-amino-5-(3 1 5-dimethoxyphenyl)-7-(4-iodophenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3.5-dimethoxyphenyl)-7-(4-imida2olylphenyl)pyrido[23-d]pyrimidine; 
4-amino-5-(3,5-dimethoxyphenyl)-7-(4-(thiophene-2-yl)phenyl)pyrido[2 J 3- 
djpyrimidine; 

4-ajnino-5-(3,5Hdimethoxypheny])-7-(4-(3-pyridyl)phenyl)pyrido[2,3-d]pyrimidin^ 
4-amino-5-(3-bromopheny])-7-(4-(4-meihyLpiperidinyl)pheny!)pyrido[2,3- 
djpyrimidine; 

4-arntno-5-(3-bromophenyl)-7-(4-pyaolidinylpheny!)pyridot2,3-d]pyrimidine; 
4-aniino-5-(4-bromothiopheneO-7-(4-dimethylaminophenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(4-bromothiophene-2-yl)-7-(4-moi7)holinylphenyl)pyrido[2,3- 
d]pyrimidine; 

4-morpholinyl-5-(3-bromophenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
djpyrimidine; 

4-aminoo-(5-bromothiophene-2-yl)-7-(4-morpholiny!phenyI)pyrido[2,3- 
djpyrimidine; 
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4-amino-5-(4-bromophenyl)-7-(4-dimethylaminophenyl)pyrido[2J-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(acetylamino)phenyl)pyrido[2 ? 3-dJpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-dimethyiaminophenyl)pyrido[2J-d]pyrimidine; 

4-amino-5-(3 J 5-dimethoxyphenyl)-7-(5-pyrimidinylphenyl)pyrido[2 J 3- 
djpyrimidine; 

4-(4-fluorophenyl)amino)-5-(3-bromophenyl)-7-<4- 
dimethylaminophenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(4-bromothiophene-2-yi)-7-(4-pyrrolidinylphenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(4-bromothiophene-2-yi)-7-(thiophene-2-yi)pyrtdo[2,3-djpyrimidine; 
4-amtno-5-(3-bromophenyl)-7-(5-(dimcthylamino)thiophene-2-yl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromo-5-iodophenyl>7-(4-(dimethylamino)phenyI)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3,5-di(trifluoromethyI)phe^ 
djpyrimidine; 

4-amino-5-(3,5-di(Uifluoromcthyl)phenyl)-7-(4-morpholinylpheny))pyrido[2.3- 
djpyrimidine; 

4-amino-5-(3,5-dibromophenyl)-7-(4-(dimethylamino)phenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3.5-dibromopheny])-7-(4-morphoiinylphenyl)pyrido[2.3-d]pyrimidine: 
4-amino-5-(4>bromothiophene-2-yi)-7-(4-(4-methylpiperidinyl)phenyl)pyridop 
djpyrimidine; 

4-amino-5-(3,5-dibromophenyl>7-(4^dimethylamino)phenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(3-(dimethyiamino)phenyl)pyndo[2,3-d]pyrimidme 

4-amino-5-(3-bromophenyl)-7-(4-methy!sulfonylphenyI)pyrido[2J-d]pyrimidine; 

4-amino-5-(3-bromopheny])-7-(3-methoxyphenyl)pyrido[2 t 3>d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(methylthio)phenyl)pyrido[2,3-d]pyrimidine; 

4-ammo-5-(3-bromophenyl)-7-(3,4-dichlorophcn^^^ 
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4-amino-5-(3-bromophenyI)-7-(4-(N-methyl-N-fonTiyIamino)phenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5<3-bromophenyl)-7-(4-methylaminophcnyl)p>Tido[2J-dJpyrirnidine; 
4-amino-5-C3-bromo-4-fluorophen>M)-7-(4-methylsuIfony!phenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(3-amino-4-methoxyphenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(3-bromo^-(dimethyIaniino)phenyl)pyrido[2,3- 
d]pyrimidine; * 

4-amino-5-(3-bromophenyl)-7-(3-methyI-4-(dimethylamino)phenyi)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(N-methyl-N- 
trifluoroacetylainino)phenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-{dimethylamino)-3-fluorophenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(N-ethyl-N-formylamino)phenyj)pyrido[2 t 3- 
djpyrimidine; 

4,4-bis(acetylamino)-5-(3-bromophenyl)-7-(4-{N-methyl-N- 
ace!ylamino)phenyl)pyri do [2.3 -djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(N-acetyl-N-methyiamino)phenyl)pyrido[2,3- 
djpyrimidine; 

4-aminoo-(3-bromopheny])-7-(4-(N-ethylainino)phenyl)p\Tido[2J-dJpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(N-methyl-N-(2- 
methoxyethyl)amtno)phcnyl)pyrido[2,3-d]pyrimidine; 

4-aminoo-(3-bromophenyI)-7-(4-(>J-isopropyIajnino)pheayl)pyrido[2,3- 
djpyrimidine; 

4-amino5-(3-bromophenyI)-7-(4-N-ethyl-N-(2- 
methoxyethyl)amino)phenyl)pyrido[ 2,3 -djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-N-(3-meihoxypropionyl)-N-isopropy!- 
amino)phenyl)pyrido[2,3-d]pyrimidine; 
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4-amino-5-(3-bromophenyl)-7-(4-N-(2-(dimeihylamino)ethyl)-N- 
formyiamino)pheny|)pvrido[2,3-d]pyrimidine: 

4-amino-5-(3-bromophenyl)-7-(4-(N-(2- 
(dimethylamino)ethyl)amino)phenyI)pyndol2.3-dJpyriniidine; 

4-amino-5-(3-bromophenyl)-7-(4-(N-methyUN-(2- 
cyano)ethylamino)phenyl)pyrido[2,3-d]pyrimidine; 

4'amino-5-(3-bromophenyl)-7-(4-(N-methyl-N-<3- 
methoxy)propionylamino)phenyl)pyrido[2 1 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(3-methyI-4-(N-formyI-N- 
methylamino)phenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5<3-bromophenyI>7-(3-methyl-4-(N-methyIamino)phenyl)pyrido[2,3- 
d]pyrimidme; 

4-amino-5-(3-bromophenyl)-7-(4-(4-methoxy-2-butyl)phenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(N-methyl-N-(2-(N- 
phthaUmidyl)acetyl)amino)phenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7 -(3 -methyl -4-(N-methyl-N- 
(trifluoroacetyl)amino)phenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(3-methyl-4-(N-acetyl-N- 
methylamino)phenyl)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-dimethylaminoO-pyridin\1)pyrido[2 r 3- 
d]pyrimidine; 

4-aniino-5-(3-cyanophenyI)-7^4-methylsulfonylphenyi)pyrido[2 ; 3-d]pyrimidine; 
4-amino-5-(3-cyajiophenyl)-7-(4-(N-^^ 
djpyrimidinc; 

4-amino-5-(3-bromophenyI)-7-(6-(N-methyt-N-formylamino)-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromopheny])-7-(6-morpholinyi-3-pyridinyl)pyrido(2,3- 
djpyrimidine; 



-323- 



WO 00/23444 



PCT/US99/24901 



4-amino-5-(3-bromophcnyi)-7-(6-<N-mcthy!-N-methoxyethylamino)-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-pyn-olidinyl-3-pyridinyI)pyrido[2,3-d]pyrimidine; 

4-aminoo-(3-bromophenyl)-7-(2-(dimethylamino)-5-pyrimidinyI)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-(N-melhoxyethyl-N-methyI amino)-5- 
pyrimidinyl)pyrido[2 r 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-(N-fonnyl-N-methyl amino)-5- 
pyrimidinyl)pyrido[2,3-d]pyrimidinc; 

4-ainino-5-(3-bromophcnyl)-7-(2-(N-me%lamino)5-pyrimidinyl)pyrido[2,3- 
d]pyrimidine; 

4-ajtiino-5-(3-bromophcnyl)-7-(2-(l-pyrrolidinyl)-5-pyrimidinyl)pyrido[2 ? 3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-(l-moipholinyl)-5"pyriniidinyJ)pyrido[2J- 
djpyrimidine; 

4-amino-5-(3-bromophenyl>7-(6-(2-oxoO-oxa2olidijiyl)-3-pyridiny()pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-pyridyl)pyrido[2 l 3-d]pyrimidine; 
4-amino-5-(3-broinophcnyl)-7-(3-pyridyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-(thiophcn-2-yl)phenyi)-7^4-dimelhylaminophenyl)pyrido[2.3- 
djpyrimidine; 

4-amino-5-<3-(furaii-2-yl)phenyl>7-(4-dimethylaininophenyl)pyrido[2 ? 3- 
d]pyrimidine; 

4-amino-5-(3-(3-methoxyphenyi)phenyl)-7-(4-dimcthylaniinophenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-phenyl-7-<4-dimeihylarninophenyl)pyrido[2,3-d]pyrimidine; 
4"amino-5-(3-chlorophenyI)-7-(4-(niorpholinyl)phenyl)pyrido[2,3-d]pyrimidine; 
4-amtno-5-(3-bromo-4-fluorophenyl)-7-(4-(morpholinyl)phcnyl)pyrido[2,3- 
dlpyrimidine; 

4-amino-5-(3-ch!oropheny|)-7-(4-iodophenyl)pyrido[2,3-d]pyrimidinc; 
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4-amino-5-(3-ch!orophenyt)-7-(4-(ehiophen-2-yl)phenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-chlorophenylV7-(4-(5-pyrimidinyl)phenyl)pyrido[2,3-d]pyrimidine^ 
4-amino-5-(3-bromo-4-fluorophenyl)-7-(4-iodophenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(4-bromothiophene-2-yl)-7-(4-methoxyphenyi)pyrido[2 ? 3-d]pyrimidine; 
5 4-amino-5-(3-bromophenyl)methyl-7-(4-(dimethylamino)phenyI)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(2-phcnylethyl)-7-(4-diethylaminophenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(2-methylpropyl)-7-(4-diethylaminophenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(butyl)-7-(4-diethyIaminophenyl)pyrido[2,3-d]pyrimidine; 
1 0 4-amino-5-(2-(4-bromophenyl)ethyI)-7-(4-dielhyiaminophenyl)pyrido[2,3- -T 

djpyrimidine; 

4-amino-5-(butyl)-7-(4-dimethylaminophenyl)pyrido[2J-d]pyrimidine; 

4-amino-5-(2-(3-cyanophenyl)methyl)-7-(4-dimethylaminophcnyl)pyrido[2,3- 
d]pyrimidine; 

1 5 4-amino-5-(2-(N-phenylmethoxycarbonyl)aminoethyl)-7-(4- 
dimethylaminophenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(cycLoheptyl)-7-(4Kiimethylaminophenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(2-(5-chloro-2-(thiopheno-y])phenylmethyl)-7-(4- 
dimethyiaminophenyl)pyrido[2. 3 -djpyrimidine; 
20 4-amino-5-(pemyI)-7-(4HJiethylaminophenyl)pyrido[2,3-djpyrimidine; 

4-amino-5-hexyl-7-(4-diethylaminophenyl)pyrido[2,3-d]pyrimidinc; 
4-amino-5-(2-(3-bromophenyl)ethyl)-7-(4-dieihylaminophenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-((2-bromophenyl)methyl)"7-(4Kiicthylaminophenyl)pyrido[2J- 
25 djpyrimidine; 

4-amino-5-cyclopropyl-7-(4Kiimethylarninopheny])pyrido[2,3-d]pyrirnidine; 
4-amino-5<yciohexyl-7-(4-dimethylaminophenyl)pyrido[2.3-d]pyrirnidine; 
4-aminoo-((2-bromo-5-chIorophenyi)methyl)-7-(4-diethylaminophenyl)pyri 
d]pyrimidine; 

30 4-amino-5-methyl-7-(4-diethylarninoplienyl)pyrtdo[2,3-d]pyrimidine; 
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4-amino-5-(2J-methylencdioxyphenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-fluoro-5-trifluoromethylpheny])-7-(4- 
dimethylaminophenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(2-bromophenyl)-7-(4-dimethylaminophenyl)pyrido[2,3-d]pyrimidine; 

4-aminO'5-(3,5-diraethylphenyl)-7-(4-dimcthyIaminophcnyl)pyrido[2J- 
d]pyrimidine; 

4-amino-5-(3,4-dichlorophenyl)-7-(4-dimethyiaminophenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(4-fluoro-3-trifluoromeihylphenyl)-7-(4- K 
dimethylaminophenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromo-5-methoxyphenyl)-7-(4-morpholinylphenyl)pyrido[2.3- 
d]pyrimidine; 

4-amino-5-(3--bromo-5-methoxyphenyl)-7-(4-pyrrolidinylphenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromo-5-methoxyphenyl)-7-(4-piperidinylphenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromo-5-methoxyphenyI)-7-(4-dimcthyJarninophcnyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-methylthiophenyl)-7-(4-dimcthylaminophenyl)pyrido[2J- 
d]pyrimidine; 

4-amino-5-(3-bromo-5-methoxyphenyl)-7-(thiophene-2-yl)pyrido[2.3-d]pyrimidine; 
4-amino-5-(2.3-dimethoxyphenyl)-7-(4-dimethyIaminophenyl)pyrido[2,3- 
d]pyrimidine; 

4-aminoo-(3-methylsulfonylphenyl)-7<4-dimethyiaininophenyl)pyrido[2,3- 
d]pyrimidine; 

4-acetylamino-5-(3-bromophenylV7-(4-dimethylaminophenyi)pyrido[2.3- 
d]pyrimidine; 

4-formylamino-5-(3-bromophenyl)-7-(4-dimethyIaminophenyl)pyrido[2,3- 
djpyrimidine; 
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4-(methoxyacetyl)amincH5-(3-bromophenyl)-7K4-diethylaminophenyl)pyrido[2,3 
d]pyrimidine; 

4-trifluoroacetyiamino-5-(3-bromophenyl)-7-(4^dimethylarninophenyl)pyrido[2,3 
d]pyrimidine; 

4-pentanoyIamino-5-(3-bromophenyi)-7-(4^methylaminophenyl)pyridot2,3- 
d]pyrimidine; 

4-benzoylamino-5-(3-bromophenyl)-7-<4-dimelhylarninophenyl)pyrido[2,3- 
d]pyrimidine; 

4-(N-BOC-glycy l)amino-5-(3 -bromophenyl)-7-(4- 
dimethylaminophenyl)p\Tido[2,3-d]pyrimidine; 

4-(N-phthalimidylglycyi)amino-5-(3-bromophenyl)-7-(4- 
dimethylaminophenyl)pyridof2,3-d]p\Timidine; 

4-(ethoxycarbonyl)amino-5-(3-bromophenyl)-7-(4- 
dimethylaminophenyi)pyrido[2,3-d]pyrimidine; 

4-(ethylaminocarbonyI)amino-5-(3-bromophenyl)-7-(4- 
dimeth*ylaminophenyl)pyrido[2 } 3-d]pyrimidine; 

4-aliyiamino-5-(3-bromophenyl)-7-(4-dimcthylaminophenyl) pyrido[2,3- 
djpyrimidine; 

4-(2-(N,N-dimethylamino)ethylarnino)-5-(4-bromophenyl)-7-(4- 
dimelhylaminophenyI)pyrido[2 ; 3-d]pyrimidine; 

4-(4-(N,N-dimcthylamino)but>'lamino)-5-(3-bromophenyl)-7-(4- 
dimethylaminopheny)) pyrido[2.3-d]pyrimidine; 

4-(N-allyUN-formylamino)-5-(4-dimethylaminophenyl)-7-(4- 
bromophenyl)pyrido[2,3-d]pyrimidine; 

4-diacetylamino-5-(p-dimethylaminophenyl)-7-(4- 
bromophenyl)pyrido[2,3-d]pyrimidine; 

4-aniino-5-(3-bromopheny!)-7-(5-amino-2-pyridyl)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(5-dimethylamino-2- 
pyri dy I )py rido [2 ? 3 -d]pyri midine ; 
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4-amino-5-(3-bromophenyl)-7-(5-dimethylamino-2- 
pyrazinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-oxoben2oxazolin-6-yl)pyrido|2,3-d|pyrimidine; 

4-amino-5-(3-bromophenyl)-7-( i -meihyl-2-oxobenznxazolin-6- 
yl)pyrido[2,3-d]pyrimidine; 

4-amino-5-((5-chloro-2-(3-methoxyphenyl)phenyI)methyl)-7-(4- 
dimethylaminophenyl)pyridof2.3-d]pyrimidine; 

4-amino-5-((thiophene-2-yl)methyl)-7-(4-diethylaminophenyI)pyrido[2,3- 
djpyrimidinc; 

4-amino-5-((thiophene-3-yI)methyl)-7-(4-diethylaminophenyl)pyrido[2,3- 
d]pyrimidinc; 

4-ajnino-5-((2-bromophenyl)methyI)-7-(4Kiimethylaminophenyl)pyrtdo[2 ? 3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-{N-formyI-N-(2- 
methoxyethyl)amino)phenyl)pyrido[2,3-d]pyrimidine; 

4-ajnino-5-(3-bromophenyl)-7-(4-(N-(2-methoxyethyl)amino)pheny])pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(N-methyl-N-((2- 
dimethyiamino)ethyl)amino)phenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(2- 
methoxy)acetyIaniino)elhyl)axnino)phenyl)pyndo[2.3^]pyriniidine; 

4-amino-5-(3-bromuphenyI)-7-((4-formyI^ 

4-amino-5-(3-bromophenyl)-7-(4-(2- 
(dimethylamino)acetyiamino)phcnyl)pyrido[2 t 3-d]pyriinidine; 

4-amino-5-(3-bromophenyl)-7-(4-(2-oxo-3-oxazolidinyl)phenyl)pyrido[2 ? 3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(2-propy])-3^^^ 

4-amtno-5-(3-bromophenyl)-7-(3-mcthyM-pyrrolidinylphenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-imidazoW 
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4-amino-5-phenylmethyl-7-(4-diethyIaminophenyI)pyrido[2 T 3Kl]pyrimidine; 

4-amino-5-(2-(3-aminopropynyl)phenylmethyl)-7-(4- 
diethylaminopheny|)pyrido[2,3-d]pyrimidine; 

4-amino-5-(l-(3-bromophenyl)ethyl)-7-(4-diethylaminophenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(4-dimethylaminopheny])-7-(4-bromophenyl)pyrido[23-d]pyrimidine; 

4-amino-5-(2-furanyI)-7-(4-(N-morpholinyl)phenyl)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-dimethylamino-5-pyrirnidinyl)pyrido[2,3- 
d]pyrimidine; •; 
4-amino-5-(3-bromophenyl)-7-(4-(ureido^ 

4-amino-5-(l -phenylmethyl-3-piperidiny1)-7-(4- 
diethylaminophcnyl)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl>-7-(6-(3-methyl-5-isoxazolyl))-3- 
pyridinyl)pyridof2,3-d]pyrimidine; 

4-amino-5-(3-bromophcnyl)-7-(6<hloroO-pyridinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophcnyl)-7-(6-methoxy-3-pyridinyl)pyrido[2 t 3- 
djpyrimidine; 

4-amino-5-(3-bromophcnyl)-7-(6-(1.2,4-triazoi-4-yl).3-p\Tidinyl)pyndo[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-morpholinyl-5-pyrimidinyl)pyrido[2.3- 
d]pyrimidine; 

4-amino-5-(2-thiazolyI)-7-(4-pyrroiidinylphenyl)-pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-broraophenyl)-7-(6-pyrazoly!0-pyridin\i))-pyrido[2.3- 
djpyrimidine; 

4-amino-5-(3-bromophenyI)-7-(4-(l-methyl-ureido)phenyl)-pyrido[2.3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(>J-mcthyl^ 
pyrido[2,3-d]pyrimidine; 

4-amino-5<3-bromophenyl)-7-(3-fluoro^-^^ 
pyrido[2.3-d]pyrimidine; 
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4-formylamino-5K3-bromophenyl)-7-(3-nuoro-4-(N-fonTiyl-N- 
methylamino)phenyl)-pyrido[2,3-d]pyrimidine; 

4-amino-5^3-bromophenyl)-7-(4-(N-methyl-N-methylsulfonylamino)- 
phenyl )pyrido[2,3 -djpyrimidine; 

4-amino-5-(3-bromophenyl>7-(6-(N-methyl-N-mcthylsuJfonylamino)-3- 
pyridinyl)pYrido[2J-d]pyrimidine; 

4-amino-5-(3-bromophehyl)-7-(I-methyl-5-indolinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(l-methyl-5-benzimidazoIyl)pyrido[2,3- 
djpyrimidine; y 

4-amino-5-(3-bromophenyl)-7-(6-dimethyIamino-3-pyridazinyl)pyrido[2,3- r 
dipyrlmidine; 

4-amino-5-(3bromophenyl)-7-(6-morpholinyl-3-pyridazinyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-pyrrolidinyl-3-pyridaziny])pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyI)-7-(5-morpho!inyl-2-pyrazinyl)pyrido[2 > 3- 
djpyrimidine; 

4-amino-5-(3-bromophenyI)-7-(5-(N-(2-niethoxyethyl)-N-methylarnino)-2- 
pyrazinyl)pyridof2 ; 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(morpholinylmethyl)-phenyt)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(5-CN,N-bis(2-methoxyechyI)amino)-2- 
pyridinyl)pyrido(2,3-d]pyrimtdine; 

4-amino-5-(3-bromophenyl)-7-(4-(imidazoIylmethyl)-phenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(5-(l-morpholiny])-2-pyridinyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl>7-(4-((dimethylamino)methyl)-phenyl)pyrido[2 ! 3- 
djpyrimidine; 
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4-amino-5-(3-bromophenyl)-7-(5-(4-hydroxy- 1 -pipcridinyl)-2- 
pyridinyl)pyrido[2 ; 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(5-(N-formyi-N-methylamino)-2- 
pyridinyl)pyrido[2 ? 3-d]pyrimidinc; 

4-amino-5-(3-bromophenyl)-7-(5-(2-propenyl)-2-pyridinyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(3-(2-methoxyethyl)-2-oxo-6- 
benzoxazolyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyO-7-(4-(l-(N-foi^ 
d]pyrimidine; 

4-(methyIamino)-5<3-bromophenyl)-7-(4-dimethylarninophenyI)pyrido[2 : 3- 
d]pyrimidine hydrochloride; 

4-(2-methoxyethylamino)-5-{3-bromophenyl)-7-(4- 
dimethylaminophenyl)pyrido[2,3-d]pyrimidine hydrochloride; 

4-amino-5-(3-bromophenyl)-7-(4-(l-me^ 
djpyrimidine trihydrochloride; 

4-arnino-5-(3-bromophenyl)-7-(4-(aminomethyl)phenyl)pyrido[23-d]pyrimidine; 

4-arnino-5-(3-bromophenyl)-7-(2-bromo^-(dimethylamino)phenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(dimethylarninoeihyl)phenyl)pyrido[2.3- 
djpyrimidine; 

4-amino-5-(3"bromophenyl)-7-(4-(3-(dimethylamino)prcpynyl)phenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4~(3-amin^ 
djpyrimidine; 

4-aminoo-(3-bromophenyl)-7-(4»dimcthylphosphonatophenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromopheny])-7-(4-(3-(meth^^ 

4-amino-5-(3-bromophenyl)-7-(4-carboxyphenyI)pyrido[2,3-d]pynmidine; 
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4-amino-5-(3-bromophenyl)-7-(4-meihyl-3-oxo-2H-4H-pyrido[3 ? 2-bJ-1.4-oxazin- 
7-yI)pyrido[2,3-d]pyrimidine; 

4-amino-5-{3-bromophenyl)-7-(4-(2-(dimcthylarnino)cthyl)-3-oxo-2H-4H- 
pyrido[3,2-b]-l,4-oxazin-7-yl)pyrido[2.3-dJpyrimidine; 

4-amino-5-(3-bromophcnyl)-7-(2,3-dihydro-3-(dimethyIaminoethyl)-2- 
oxobenzoxazol-6-yl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-methyl-3-oxo-2H-4H-bcn20-l,4-oxa2in-7- 
yl)pyrido[2,3-d]pyrimidine; 

4-amino-5 -(3 -bromophenyl)-7-(2,2.4-trimethy 1 -3-oxo-2 H-4H-benzo-l. 4-oxaiin-7« 
yl)pyrido[2,3-d]pyrimidine; 

4-amino-5-cyclohexyl-7-(4-(2-dimethytamino)ethyl)-2H-4H-benzo-3-oxo- 1 .4- 
oxazin-7-yl)pyrido[2,3-d|pyrimidine: 

4-amino-5-(3-bromophenyl)-7-(5-(l-methylethyl)-2-pyridyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(5-piperidin-l-yIpyrid-2-yl)pyrido[2,3- 
djpyrimidine; 

4-aniino-5-(l-(4-broniophcnyl)ethyl)-7-(6-morpholinylpyrid-3-yl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyI)-7-(4-((>^ 
djpyrimidine; 

4-aminoo-(3-bromophenyl)-7-(4-(l-memyl-l-(N-methylamino)ethyl)phenyl)- 
pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-( 1 -(dimethylamino)-l - 
mcthyicthyl)phenyl)pyrido[2,3 -djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(N-acetyl-5-indolinyl)pyrido[2.3-dJpyrimidine; 

4-amino-5-cyclohexyl-7-(6-chloro-3-pyridyl)pyrido[2 1 3-d]pyrimidinc; 

4-amino-5-(I-(2-bromopheriyl)ethyl)-7-(6-diethylamino-3-pyridyl)pyrido[2,3- 
d]pyrimidinc; 

4-amino-5-(l-(2-bromophenyl)ethyl)-7-(6-morpholinyl-3-pyridyI)pyrido[2,3- 
d]pyrimidine; 
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4-amino-5-(l-(2-bromophenyl)ethyl)-7-(4-(>J-methyI-N-formyl)amino> 
phen\1)pyrido[2,3-d]pyrimidine; 

4-amino-5-cyclohexyl-7-(6-morpholinyl-3-pyridyl)pyrido[2.3-d]pyrimidine; 

4-aminoo-((2-bromophenyl)methyl)-7-(6-morphoiinyl-3-pyridyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(4-tetrahydropyranyl)-7-(6-morpholinyi-3-pyridyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-cyclohexyI-7-(6-dimethyIamino^ 
4-amino-5^1-ethyIpropy!)-7-(6-dimethylam^^ 

4-amino-5-cyclopentyl-7-(6-morpholinylo-p)ridyl)pyrido[2J-d]pyriniidinc; 
4-amino-5-cyclohexyI-7-(2-chloro-3-pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3,5-dimethylcyclohexyl)-7-(6^imethylaminoO-pyridyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-((N-(benzyloxycarbonyl)-4-piperidinyI)methyl)-7-(6-morpholiny 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-cyclohexyl-7-(6-bromo-3-pyridyl)pyrido[2 ; 3-dJpyrimidine; 

4-amino-5-cyclohexyl-7-(3-cyanophenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-( 1 -(2-bromophenyl)ethyl)-7-(6-dimethylamino-3- 
p>Tida2inyl)pyrido(2,3-d]pyrimidine; 

4-jimino-5-(3-bromophenyl)-7-(6-imidazolyl-3-pyridazinyl)pyridof2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(azacyclohcptanyI)-3-pyridazinyl)pyrido[2.3- 
djpyrimidine; 

4-ammo-5-(3-bromophcnyl)-7-(6-(N-meth^^ 
pyridazinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(l<2-bromophenyl)ethyl)-7-(6-morphoiinylo-pyridazinyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-cyclohexyl-7-(6-(4-acetylpipcrazinyl)-3-pyridyl)pyrido[2,3- 
djpyrimidine; 
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4-amino-5-cyclohcxyl-7-(6-(4-acetyl-1.4-diazacycloheptanyl)-3- 
pyridyl)pyrido[2 r 3-d]pyrimidine; 

4-amino-5-cyclohcxyl-7-(6-(4-methyl- 1 ,4-diazacycloheptanyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-cyclohexyl-7-(6-(N-methyl-N-(2-(2-pyridyl)ethyl)amino)-3- 
pyridyl)pyrido [2,3 -djpyrimidine; 

4-amino-5-cyciohexyl-7-{6-2-(N-(N\N , -dimethylaminoethyl)-N-meihy]amino)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amincH5-cyc!ohexyl-7-(6-a2etidinyl-3-pyridyl)pyrido[2,3-d]pyrimidine; •;• 

4-arnino-5-cyclohexyl-7-(6-(3-(N- ' ; 

methylacetamido)pyrrolidinyl)pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-cyclohexyl-7-(6-(3-(formamido)pyn-olidinyl)pyrtdyl)pyrido[2,3- 
d]pyrimidinc; 

4-arnino-5-cyclohexyl-7-(4-oxo- 1 -phenyl- 1 .3 ,8-triazaspiro[4.5 [decan-8- 
yl)pyrido[2J-d]pyrimidine; 

4-amino-5-cyclohexyl-7<6-(2-methoxyme%l)pyrroIidin-l-yl)pyridyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-cyclohexyt-7-(6-(N-methoxyethyl-N-propylamino)pyridyI)pyrido[2J 
djpyrimidine; 

4-amino-5-cyclohexyl-7-(N-methyt-N-(2,2-dimethoxyeth>M)airiino)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-cyclohexyl-7-(6-(4-(dimethylamtno)piperidinyl)pyridy|)pyrido[2,3 
djpyrimidine; 

4-amino-5-cyclohexyi-7-(6-(4-(aminocarbonyl))piperidinyl)pyridyl)pyrido[2 ; 3- 
d]pyrimidine; 

4-amino-5-cyclohexyl-7-(N-methyl-N-(3-(diethylammo)propyl)aminopyrid-3- 
yl)pyrido [2,3 -djpyrimidine; 

4-amino-5-cyclohexyl-7-(6-(N-methyl-N-(4-pyridyl)ethyiamino)pyrid-3- 
yl)pyrido[2,3-d]pyrimidine: 
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4-amino-5-cyclohexyl-7-(6-(N-methyl-N-(3-pyridy!methyluniino)pyrid-3- 
yl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(l-(2-bromophenyl)ethyl)-7-(l-methyl-5-indoIyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(l-(2-bromophenyl)ethyl)-7-(l-methyl-Z3-dioxo-5-indolyl)pyrido[2 ? 3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(3-fluoro-4-(l-morpholinyl)phenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bix>mophenyl)-7<4-hydroxyO-nilrophenyl)pyrido[2,3-d]pyrintidine; 
4-amino-5-(3-bromophenyl)-7-(6-(4,4-ethyIenedioxypiperidinyl)-3- ;/ 
pyridyl)pyrido(2.3-d]pyrimidine; 

4-aminoo-(3-bromophenyl)-7-(6-(4-oxopiperidinyl)-3-pyridyl)pyrido[2,3- 
d]pyrimidine; 

4-ammo-5-(3-bromophenyl)-7-(6-(4-form^ 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6^4-meihylpiperazinyI)-3-pyridyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-thiomorpholinyI-3-pyridyl)pyrido[2,3- 
djpyrimidin; 

4-aminoo-(3-bromophenyl)-7-(6-(4 : 4-dioxothiomorpholinyl)-3- 
pyridyl)pyrido[2.3-d]pynmidine; 

4-amino-5-(2-bromophenyl)-7-(6-morpholinyl-3-pyridyl)pyrido[2J-dlpyrimidine; 

4-amino-5-(3-bromo-4-mcthoxyphenyl>7-(6-morpholinyl-3-pyridyl)pyridof2 > 3- 
djpyrimidine; 

4-amino-5-(4-bromophenyl)-7-(6-morpholinyl-3-pyridyl)pyrido[2J-d]pyriinidine; 
4-amino-5-(3-chlorophenyl)-7-(6-morpholinylO-pyridyl)pyrido[2 r 3KJ]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(5-chloro-6-morpho liny l-3-pyridyl)pyrido [2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(N-oxidomorpholinyl)0-pyridyl)pyTido[2,3- 
djpyrimidine; 
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4-amino-5-(3-bromophenyl)-7-(6-CN-(2-hydroxyethoxyethyl)amino)-3- 
pyridyl)pyrido[23-d]pyrimidine. 

4-amino-5-(3-bromophenyl)-7-(6-(N-(2-hydroxyethoxyethyl)-N-formylamino)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(N-(2-hydroxycthoxyethyl)-3-pyridyl-N- 
oxide)pyrido[2 T 3-<i]pyrimidine; 

4-amino-5-(3-bromophenyI)-7-(6-(3-hydroxy^^^ 
d]pyrimidine; 

^(5-(4-amino-5-(3-bromophenyl)pyrido[2,3-d]pyrimidin-7-yl)-2-pyridyl)- ■; 
piperidine-4-phosphate, disodium salt; ' ; 

4-amino-5-(3-bromophenyl)-7-(4-methyleny!piperidinyl)-3-pyridyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-hydroxy-4-(hydroxymethyl)piperidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyt)-7-(6-(4,4-€thyienedioxypiperidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-cyclohexyl-7-(6-(4K5xo-piperidinyl)0-pyridyl)pyrido[2 ? 3-d]pyrimidine; 

4-amiiio-5-cyclohexyl-7-(6-(4-methy]enyl^^ 
d]pyrimidine; 

4-N-(iminomethyl)amino-5-cyclohexyl-7^^ 
d]pyrimidine; 

4-ailyIamino-5-(4-bromophenyI)-7-(4-dimethyIamitiophenyl) pyrido[2,3- 
djpyrimidine; 

4-aminoo-(3-bromophcnyI)-7-(6-(4-hydroxypiperdinyl)-3-pyndyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(cyclohexyl)-7-(6-(4 i 4-ethylenedioxypiperidinyl)0-pyridyl)pyrido[2^ 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-morpholinyl-5-thiazolyl)pyrido[2,3- 
djpyrimidine; 
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4-(N-(2J-dihydroxyprop>0)amino)-5-(3-bromophenyl)-7-(6-morpholinyl-3- 
pyridiny])pyrido[2,3-d]pyrimidine; 

4-(N-(3-morpholinylpropyl)amino)-5^3-bromophenyl>7-(6-moiTjholinyl-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

4-(N<2<4-imidazolyl)ethyl)amino)-5-(3-bromopheny!^7-(6-morpholinyI-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

4-(N-(3^arboxypropyl)amino)-5-C3-bromophenyl)-7-(6-morpholinyl-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

(SH-amino-5-(3-bromophenyl)-7'(6-(0-methyl-2-hydroxyrne(hylpyrrolidin>;l)-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

(S)-4-anuno-5-(3-brornophenyi)-7-(6-(2-hydroxymethylpyrrolidinyl)-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(2-bromophenyl)-7-(6-(4-hydroxypiperidinyl)-3-pyridinyl)pyrido[2 T 3- 
d]pyrimidine; 

4-amino-5«(4-fluorophenyl)-7-(6-(4,4-€thylenedioxypiperidinyl)-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

4-amino«5-(2-bromophenyl)-7-(6-(4-hydroxyp 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4 ? 4-ethylenedioxypiperidinyi)-3- 
pyridazyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyIV7-(2-morpholinyl-4-thiazolyl)pyridol2,3- 
d]pyrimidiiie; 

4-amino-5-(N-melhyl-3-indolyl)-7-(6-morphoiinyI-3-pyridinyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-ethoxyiminopiperidinyl)-3- 
pyridinyl)pyrido[2,3 -djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-ethoxycarbonylmethoxyiminopiperidinyl)-3- 
pyridinyi)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(-6-(4-oxopiperidinyl)0-pyridazinyll)pyrido[2.3- 
d]pyrimidine; 
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4-amino-5-(3-bromophenyl)-7-(6-(4-morpholinyliminopiperidinyl )-3- 
pyridaziny]l)pyrido[2,3-d]pyrimidine; 

4-aminoo-(3-bromophenyl)-7"(6-((lS,4SV2-oxa-5-azabicyclof2.2.11heptan-5-yl)-3- 
pyridazyl)pyrido[2,3-d]pyrimidine; 

4-aminoo-(3-bromophenyl)-7-(6-(4-methoxyiminopipcridinyl )-3- 

pyridazinyll)pyrido[2,3-d]pyrimidine; 

4-aimno-5-(3-bromophenyl)-7-(6-phenylmethoxy-3-^^^ 

4-amino-5-(3-bromophenyl)-7-(6-(4-meihoxypiperidinyl)-3-pyridyl)pyrido[2 } 3- 

djpyrimidine; 

4«amino-5-(3-bromophenyl>7-(6<4-(4-tetrahydropyranyloxy)iminopiperidinyl )-3' r 

pyridazinyll)pyrido[2.3-d]pyrimidine; 

4-anuno-5-(3-bromophenyl)-7-(6-isobutoxy^^ 

4-amino-5-(3-bromophenyl)-7-(6-(4-(N-methylpiperazinyl)iminopiperidinyl >3- 
pyrida2inyll)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-tetrahydropyranyloxy)-3-pyrida2inyll)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-morpholiny]ethoxyO-pyrida2inyi])pyrido[2,3- 
d]pyrimidine; 

4-amino-5K3-bromophenyl)-7-(6-(4-ethoxypiperidinyl)-3-pyridazinyll)pyrido[2 ; 3- 
djpyrimidine; 

4-amino-5-(3-bTomophenyl)-7-(6-(4-(2-ethoxyethoxy)piperidinyl)-3- 
pyridaziny]l)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(4-tetrapyranyloxyethyl)piperidinyl)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophcnyl)-7-(6-(3-(R)-tetrahydrofuranyloxy)piperidinyl)-3- 

pyridazinyIl)pyrido[2,3-d]pyrimidine; 

4-amino-5<3-bromophenyI)-7-(6-(3-(S)-tetr^ 

pyTida2dnylI)pyrido[2 : 3-d]pyrimidinc; 

4-amino-5-(3-bromophenyl)-7-(6-(transO-eto^^ 

pyridazinyll)pyrido[2..3-d]pyrimidine; 



-338- 



INTERNATIONAL SEARCH REPORT 



i...emattonal appflcation No. 

PCT/US 99/24901 



Box I Observations where certain claims war* found unsearchable {Continuation of Item 1 of first sheet) 



This inter national Search Report has not been established in respect of certain claims under Article 1 7f2)(a) tor me tollowing reasons: 

1. [Y| Claims Nos.: 1 to 6, 8-9 

because they re la® to subject matter not required to be searched by this Authority, namely: 

Remark: Although claims 1 to 6, 8 and 9 

are directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

2. Q Claims Noa.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extant thai no meaningful International Search can be carried out. specifically: 



3. | I Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4<a>. 
Box It Observations where unity of Invention Is lacking (Continuation of Item 2 of first sheet) 



This international Searching Authonty found multiple ^ventions in this international application, as follows: 



1. I I As all required additional search fees were timely paid by the applicant, this international Search Report covers as 
1 — 1 searchable claims. 

2 d aH searchable claims could be searched without effort justifying an additional fee. this Authority okJ not invite payment 
of any additional fae. 

3- I | A s only some of the required additional search fees were timely paid by the applicant, this International Search Report 
5 — 1 coverB only those claims for which fees were paid, specifically claims Nos.: 



4. No required additional search fees were timely paid by the applicant. Consequently, 
restricted to the invention first mentioned in the ctaims: it is covered by claims Nos.: 



this international Search Report is 



Remark on Protest The additional search lees were accompanied by the applicant's protest 

| | No protest accompanied the payment of additional search fees. 



Form PCT/1SA/210 (continuation of first sheet (1)) (Jury 1998) 



INTERNATIONAL SEARCH REPORT 

.Afomi*tk>n on pawn family mombarB 



Intot Miit Application ft 

PCT/US 99/24901 



Patent document 


Publication 




Patent family 




PubBcation 


cited in search report 


date 




members) 




date 


WO 9519774 A 


27-07-1995 


US 


5654307 


A 


wj uo iyy/ 




AU 


"6fifi33d 


a 

o 


nc-ftO- looa 

UD Ut IjjO 




AU 


1731495 




rtft-nfi-iooc 
uo-uo iyyo 




AM 


fifin33Q 

VODJJ7 


□ 
□ 






All 
nU 




a 


uo-uo-i99b 




Rfi 


1UUO 1H 


ft 
rt 


"51 _ni_ i ofl7 




RG 


1QOA1 c 

i UUO 1 9 


A 
M 






TA 


?t 7737? 


A 
M 


c/-u/-i99b 




f A 


?1 771Q? 


A 
M 


<:/-U/-199b 




f N 
ur» 


1 1 1Q1A** 


A 
ft 


ui-ui-iyy/ 






i 1 iQA^n 


A 
M 


ni _n i _i on"j 




f 7 


QfifilQ7ft 

7DU 13/ U 


A 
ft 


17.AA.1 Afl7 

1/-U9-199/ 




f7 
Ui. 


70U17/ 1 


A 
M 


lo-U/-1997 




FP 

cr 


fl7A?717 


A 
A 


on_i 1 i Arte 




TP 


07A171 1 


A 
A 


1 1_1 1 1 one 

i J-l l-iyyo 




CT 

r l 


7OcO03 


A 

A 


i i_no_ i hoc ! 

ij-uy-i99o 




C T 
r i 




A 
A 


Art -I 

£b-U9-199o 




(IK 




A 
A 


11 1 A 1 no 7 

jl-lu-199/ 




MP 


7JUUJH 


A 
A 


1 1 —1 A 1 An 7 

j I - 1 u- l yy / 




HU 


74590 


A 


28-01-1997 




HU 


74589 


A 


28-01-1997 








1 


19-08-1997 




IP 


QCflfll 97 


T 

1 


1 a no 1 007 




Mn 


ACA7 1 1 
yOU&ll 


A 
ft 


7.A_nvt inno 
i(J-fJ4-199o 




Mn 


yout i / 


A 

A 


*JA_A/1_1 AAO 

JU -04-1998 




MA 

Vi U 


yojuyj 


A 

A 


£**-U/-1990 




MA 




A 

A 


9/1 —A 7—1 A AC 

c 0 ! -0/- 1990 




W7 

lie. 




A 

A 


9Q_ftC_1 AAA 

^tt-rjb-1999 




PI 

r l 


•M 3D 


A 

A 


TC 1 1 _ 1 AAC 

co-l 1-1996 




pi 

r L 




A 
A 


9C — 1 1 _1 OOC 




ON 


oy*»yo 


A 
A 


uo-iu iyy / 




ON 




A 

A 


nc _r\ a 1 OQ7 

uo-uo iyy/ 




wu 


QC1 QQ7A 


A 
A 


97_A 7_ i AQ7 




IK 

U J 


DO/ jOOj 


A 
ft 


71 _1 A-1QQ7 

ci iu iyy / 




7A 




A 
ft 


iu iu iyyo 




7A 




A 
A 


iu iu lyys 


WO 9640142 A 


19-12-1996 


PA 




A 
A 


1Q-1 9-1QQA 




HU 


9601559 


A 


28-02-1997 




AP 


637 


A 


08-04-1998 




All 


D*t / J l 70 


A 
ft 






BR 


9602695 


A 


06-10-1996 




LOi 


1141298 


A 


7Q—A1 —1 OQ7 
C7 VI 177/ 




CZ 


9601641 


A 


11-12-1996 




EP 


0831829 


A 


01-04-1998 




FI 


974443 


A 


05-12-1997 




HR 


960269 


A 


31-08-1997 




JP 


10508875 


T 


02-09-1998 




NO 


962386 


A 


09-12-1996 




NZ 


286755 


A 


.25-03-1998 




PL 


314641 


A 


09-12-1996 




SG 


45483 


A 


16-01-1998 




SI 


9600184 


A 


30-04-1997 




SK 


72996 


A 


09-04-1997 




TR 


961053 


A 


21-12-1996 


WO 9846605 A 


22-10-1998 


AU 


7108398 


A 


11-11-1998 




NO 


995036 A 


15-10-1999 



Fem\ PCT7lSA/2tO(pa™nt tamly »m»,t (Juy 1992) 



WO 00/23444 



PCTAJS99/24901 



4-aminoo-(3-bromophenyl)-7-(6-(cisO-ethoxy-4-hydroxy)pyrroIidinyI)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(trans-3-ethoxy-4-hydroxy)pyrrolidinyl>3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(traiis-3,4-bis-cthoxy)pyrro]idinyl)-3- 

pyridazinyll)pyrido[2 r 3-d]pyrimidine; 

4-aniino-5-(3-bromophenyl)-7-(6-(^^ 

d]pyrimidine; 

4-amino-5-(3-bromophenyl>7-(6-(cis-3,4-bis-ethoxy)pyrrolidinyl)-3-pyridyl)pyrido(2,3- 
d]pyrtmidine; 

i 

4-amino-5-(3-bromophenyI)-7-(6-(cis-3,4-bis-€thoxy)pyrrolidinyl)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(cis-3-ethoxy-4-hydroxy)pyrroIidinyl)-3- 
pyridyl)p>Tido[2 ? 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(cis-3-amino-4-hydroxy)pyrrolidinyl)-3- 
pyrida2inyll)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(cis-3-amino-4-hydroxy)pyrrolidinyl>3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(2-pyridyl)-7-(6-(l,4-dbxa-8-azaspiro[4.5]decan-8-yl)O-pyridy0 
d]pyrimidine; 

4-amino-5-(2J-dichlorophenyl)-7-(6-mor^ 

4-amino-5-(2-pyridyl)-7-(6-morpholinyl-3-pyridyl)pyrido[2J-d]pyrimidine; 
4-amino-5H2-ethoxyphcnyi)-7-(6-(l ) 4-dioxa-8-aza!>piro[4.5]decan-8-yl)-3- 
pyridy I)pyrido[2 ,3 -djpyrimidine; 

4-amino-5-(2-bromo-5-ethoxyphenyl)-7-(6-morpholinyl'3-pyridyl)pyrido[2,3- 
djpyrimidine; 

4-amino*5-(2,5-dichlorophenyl)-7-(6-morpholinyIO-pyridyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(2,5-dimethylphenyl)-7H6-morpholinylO-pyridyl)pyrido[2 ? 3Ki]pyrimidine 
4-amino-5-(3-fluorophenyl)-7-(6-moiphol^^ 
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4-amino-5-(3-trifluoromethy|phenyl)-7-(6HTioipholiny!0-pyridyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-fluoroo-trifluoromethylpte^ 

3- pyridyI)pyrido[2.3-d]pyrimidine; 

5 4-amino-5-(3,5-diclorophenyl)-7-(6-(l,4-dioxa-8-azaspiro[4.5]decan-8-yt)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 
75 4-amino-5-(3-bromophenyl)-7-(6-( 1 ,5-dioxa-9-azaspiro[5.5]undecan-9-yl)-3- 

pyridazinyll)pyrido[2,3-d]pyrimidine; 

4- amino-5-(4-bromo-2-thienyl)-7-(6-( 1 ,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3- 
10 pyridyl)pyrido[2,3-d]pyrimidine; 

4-ainino-5-(3-bromophenyi)-7-(6-(4-tertbutyl)piperidiny!-3-pyridazinyll)pyrido[2,3- 
djpyrimidine; 

4-arnino-5-(3-bix>mophenyl)-7-(6-(4-N-formyl)piperidinyl-3-p>Tidazinyli)pyrido 
25 djpyrimidine; 

15 4-amino-5-(3-bromo-2-thienyl>7-(6-(4,4-ethyl^^^ 
d]pyrimidine; 

4-amino-5-(3-cyajiophenyl)-7-(6-morpholinylO^ 

30 

4-amino-5-(3-Bromophenyl)-7-(6-(S-0-ethyl-2-hydroxy methyl pyrrolidinyl )-3- 
pyridazinyll)pyrido[2,3, 
20 d]pyrimidine; 

35 4-aimW5-(3-bromophenyl)-7-(6-((2S,3S)-2^-di^^ 
8-yl)-3-pyrida2dnyl)pyrido[2,3-d]pyrimidine; 

4-amino-5^3-bromophenyl)-7-(6-(4,4-(cis-1.2-dioxyc>xlopentyt)piperidinyl)-3- 

p>rida2inyl)pyrido[2,3-d]pyTimidine; 
40 25 4-ajrnno-5-(3-bromophenyi)-7-(6-(4-acetyl- 1 -oxa-4,8-diazaspiro[4.5]decan-8-yl)-3- 

pyridazinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophen\M)-7-(6-((2R^ 
45 azaspiro[4.5]decan-8-yl)0-pyridazinyl)pyrido[2.3-d]p\'rimidine; 

4-ajnino-5-(3-bromophenyl)-7-(6^4,4-(cis-3 ? 4-dioxy-oxacyclopentyl)piperidinyl)-3 
30 pyridazinyl)pyrido[23-d]pyrimidine; 

50 
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4-amino-5-(3-hromophenyl)-7-(6-(3-methoxy-1.5-dioxa-9-azaspiro[5.5]undecan-9-yl)-3- 
pyridaziny!)pyrido[2 ? 3-d]pyrimidine; 

4-amino-5-(3-bromophcnyl)-7-(6-( 1 ,5-dioxa-3 -hydroxymethy l-9-azaspiro[5.5]undccan-9- 
yl)-3-pyridazinyl)pyrido[2 ; 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(I ,7,14-trioxa-l l-azadispiro[4.2.5.2]pentadecan-l l-yl)- 
3-pyridazinyl)pyrido[2,3-d]pyrimidine; 
4-amino-5«(4-tetrahydropyranyl^ 
d]pyrimidine; 

4-ajnino-5-(3-bromophenyl)-7-(6-(4-morpholinyliminopiperidinyl )-3-pyridy])pyridq[2,3- 
djpyrimidine; : 
4-amino-5-(3-bromophenyl)-7-(6-(4-(N-methylpiperazinyl)iminopiperidinyl )-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-( 1 ,2,4-triazol- 1 -y l)iminopipendinyl )-3- 
pyridyl)pyrido[2.3-d]pyrimidine; 

4-amino-5<3-indolyl)-7-(6-moipholinyl-3-pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(5-indolyl)-7-(6-morphoIinyl-3-pyridyl)pyridot2^-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-ethylpipe^ 

d]pyrimidine; 

4-amino-5-(3-bromophen\M)-7-(2-phenylmeihyl^ 
d]pyrimidine; 

4-amino-$-(3-bromophenyl)-7-(6-(4-(morpholinylcarboxamidc)pipcridinyl)-3- 
pyridyl)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(^-morpholinyIaminocarboxamide)piperidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(N } N-dimethyiaminocarboxamide)piperidinyl)-3- 

pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(>Kme^ 

3- pyridyl)pyrido[2,3-d]pyrimidine; 

4- amino-5-(4-quinolyl)-7-(6-morpholinyl-3-pyridyl)pyrido[2,3-d]pyrimidine; 
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4-amino-5-(3-bromophenyl)-7-(6^4-(N-methoxyethylcarboxamide)pipendinyl)-3- 
pyridyl)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6H4-hydroxymethylpiperidiny])-3-pyndyl)pyrido[2.3- 
d]pyrimidine; 

5 4-ammo-5-(2-bromophenyl)-7-(6-(l : 4-dioxa-8-azaspiro(4.5]dccan-8-yl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 
15 4-amino-5-(2-bromophenyl)-7-(6-(4-hydroxypiperidinyl>3-pyridyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-N-acetylpiperazinyl)-3-pyridyl)pyrido(2,3- 
10 d]pyrimidine; 

20 

4-amino-5-(3-bromophenyl)-7-(6-(4-cyanopiperi 

4-amino-5-(3-bromophenyI)-7-(6-(4-N-(4-fl^^ 

d]pyrimidine; 

25 4-amino-5K4-fluorophenyl)-7-(6-morpholinyl-3-p>Tidyl)p>Tido[2,3-d]pyrimidlne; 

15 4-amino-5-(3-bromophenyI)-7-(4-morphoUnylbcnzenesulfonamide)pyrido[2.3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-N-l,4-dioxa-8-azaspiro[4.5]decan-S- 

30 

yibenzenesulfonamide)pyrido[2,3-d]pyrimidine; 

4-aminoo-(3-bromophenyl)-7-(4-N-cyclopropylbenzenesulfonamide)p>Tido[2,3- 
20 djpyrimidine; 

35 4-amino-5-(3-bromopheny!)-7-{4-pipcridinebenzenesulfonamide)pyrido[2.3-d]pyrim 
4-amino-5^3-bromophcnyl)-7-(4-(4-cyanopiperidine)ben2enesulfonamide)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromopheny!)-7-(4-N-cyciopropyimethylbenzenesulfonamide)pyrido[2,3- 
40 25 djpyrimidine; 

4-amino-5<3-bromophenyl)-7-(4-N,N-dimethylajninobenz£nesulfonamide)pyrido[2,3- 
d]pyrimidine; 

45 4-amino-5-(3-bromophcnyl)-7-(4-N-(S)-2- 

hydroxymcthyl pyrrol idinebenzenesulfonamide)pyrido [2,3 nl]pyrimidine; 



50 
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4-amino-5-(3-bromophenyl)-7-(4-(4-hydroxypiperi^ 
djpyrimidine: 

4-amino-5-(3-bromophenyl)-7-(4-(cis-3,5- 

dimethylmorpholinyl)benzenesulfonamide)pyridof2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(3-fluoro-4-thiomorpholinylphenyl)pyrido[2 T 3- 

d]pyrimidine; 

4-amino-5«(4-fluorophenyl)-7-(6-(thiomo^^ 

4-amino-5-(4-fluorophenyI)-7-(6-(4,4-dioxolhiornorpholinyl>3-pyridyI)pyrido[2,3- 
d]pyrimidine; 

4-raethoxy-5-(3-bromophenyl)-7-(6-morpholinylO-p\Tidyl)pyndo[23-d]pyrimidine^ 
. 4-amino-5-(3-bromophenyI)-7-(4-(4-dioxa-8-azaspiro[4.5]decan-8- 
ylcarboxamide)phenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(N-cycIopropylcarboxamide)phenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(morpholinylcarboxaniide)phcnyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-N-cyclopropyIaraino-3-pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7<4-(4-hydroxypiperidinylcaiboxamide)phenyl)pyTido[2,3- 

djpyrimidine; 

4-amino-5-(3-bromopheny])-7-(6-(S)-hydroxymethylpyrrolidinyI-3- 
pyridazinyil)pyrido[2J-d]pyrimidine; 

4-aminoo-(3-bromophcnyl)-7-(6-(4-(2-cthoxyethoxy)piperidinyl)-3-pyridyl)pyrido[2,3- 
d]pyrimidine; 

4-ajnino-5-(3-bromophenyl)-7-(6-hexahydropyrtmidine )-3-pyridyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(4,4-difluorocyclohxeyl)-7-(6-(l,4-dioxa-8-azaspirot4.5]decan-8-yl)-3- 

pyridyl)pyrido[2,3-d]pyriniidine; 

4-amino-5-(3-bromophcnyl)-7-(6-(S)-2-cthoxyem^^ 

djpyrimidine; 
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4-amino-5-(3-bromophenyl)-7-(6-(R)-2>ethoxyethoxypyrrolidinyl)-3- 
pyridyl)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(cis-3,4-dihydroxypyrolidinyl)-3-pyridyl)pyrido[2J- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-((3aR < 6aS)-2-oxo-tetrahydro-3aH-[L3]dioxolo[4,5- 

c] pyrTol-5-yi)-3-pyridyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(6-(cis-2 T 3-dihydroxypyirolidinyl)-3- 
pyridazinyll)pyridof2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(S,R-2-hydroxymethyl-4-hydroxypyrrolidinyl)-3- .;• 
pyridyl)pyrido[2,3-d]pyrimidinc; 

4-amino-5-(3-bromophenyl)-7-(6-(R-2-hydroxyme%l-^pyrrolidinyl)-3- 
pyridazinyll)pyrido[23-d]pyrimidine; 

4-aminoO-(3-bromophenyI)-7-(6-((lS,4S)-2-oxa-5-a2abicyclo[2.2.1]heptan-5-yl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(2-imidizolidone^-yl)0-pyridyi)pyrido[2,3- 

d] pyrimidine; 

4-amino-5-(i J-dimethylO-butenyl)-7-(6-moiphoiinyl-3-pyridyl)pyrido[23-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(2 s 4-dioxo-(lH,3H)-quina2olin-3-yl)-3- 

pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-carboxajm^ 

4-airiino-5-(3-bromophenyl)-7-(6-morpholinylcarboxamideO-pyridazinyll)pyrido[23^ 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-metiioxyo-pyrida2inyll)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyO-7-(6-N 7 N-diethoxycthylamino-3-pyridazinyit)pyrido[2,3- 

djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-^ 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4^4-tetrahydropyranyloxymcthy0 
pyridazinyIl)pyrido[2.3-d]pyrimidine; 
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4-amino-5-(3-bromophcnyl)-7-(6-(4-ethoxyethoxymcthylpiperidinyl)-3- 
pyridazinylJ)pyrido|2.3-d]pyrimidine; 

4-amino-5-(3-bromophcnyl)-7-(6-N-methyl-N- 1 ,3-dioxaIancmcthylamino )-3- 
pyridazinyll)pyrido[2 ? 3-d]pyrimidine; 

4-amincK5-(3-bromophenyl)-7-(6-(K4-dioxaspiro[4.5]decanyl-8-oxy)-3- 
pyridazinyl)pyrido[2J-d]pyrimidine; 

4-amino-5-(3-bromophenyl>7-(6-dihydroxymethylmethoxyO-pyridazinyll)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromopheny!>7-(6-(3-pyridyloxy)-3-pyridazinylI)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromopheny])-7-(6-(47-epo 

isoindoly])-3-pyridazinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6K4-N-ethyl-N-methoxyethyl)-3-pyridazinyU)pyrido[23- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-N-methyI-N-methoxyethyl)-3- 
pyridazinyll)pyrido[2,3-dlpyrimidine; 

4-amincH5-(3-bromophenyl)-7-(6-(3.4-dimethoxymethoxypyrrolidinyl)-3- 
pyridazinyll)pyrido[2.3-d]pyrimidinc; 

4-amino-5-(3-bromophenyl)-7-(6-(hexahydro-IH-furo[3 J 4-c]pyrrol-5-y!)-3- 
pyridazinyl)pyrido[2 ? 3-d]pyrimidine; 

4-a^no-5-(3-bromophenyl)-7-(6-(hexahydro-lH-furo[3,4-c]pyrro!-5->i)-3- 
pyridyl)pyrido[2.3-d]pyrimidine; 

4-amino-5^3-bromophenyl>7-(6Htrans-3-hydroxy-4-methylpyn-olidinyl)-3- 
pyridazinyll)pyrido[2,3-d]pyrtrnidine; 

4-amino-5-(3-bromophenyl)-7-(6-(trans-3-hydroxy-4-methy]pyrrolidinyl)-3- 
pyridy i)py rido[2,3 -djpyrimidine; 

4-amino-5-(3-bromopheny I)- 7-(6-(cis-3-hydroxy-4-methy [pyrrol idiny I>3- 
pyridazinyll)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(cis-3-hydroxy-4-methyipyrrolidiny!)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 
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4-amino-5-(3-bromophenyi)-7-(6-(trans-3-cyano-4-hydroxylpyrrolidinyl)-3- 
pyridy])pyrido[2,3-d]pyrimidine; 

4-amino-5^3-bromophenyI)-7-(6-(3-hydroxy-4-tert-butylcarboxamidepyrrolidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 
5 4-amino-5-(3-bromophenyl)-7-(6-(S-2-(4-tetrahydropyranyloxy)methylpyrTolidinyl)-3- 
pyridazinyll)pyrido[2,3-d]pyriniidine; 
15 4-amino-5-(3-bromophenyl)-7-(6-(3-(4-tetrahydropyrajiyloxy)iminopyrrolidinyl)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine; 

4-amino-5«(3-bromophenyl)-7-(2-morpholinyl-5-thiazoyl)pyrido[23-d]pyrimidine;.; 

10 4-amino-5-(3-bromophenyl)-7-(5-bromo-2-thienyI)pyrido[2^-d]pyrimidine; 

20 ~ 
4-amino-5-(3-bromophenyl)-7-(2,5-dimcthylO-thienyl)pyrido[2J-d]pyrimidine; 

4-araino-5-(3-bromophenyl)-7-(5-chloro-2-thienyl)pyrido[2J^lpyrimidine; 

4-ammo-5-(3-bromophenylH-(2,4Hiime%^ 

25 4-amino-5-(3-bromophenyl)-7-(5-meihyl-2-thienyI)pyrido[2,3-d]pyrimidine; 

1 5 4-amino-5-(3-bromophenyl)-7-(2-fLiranyl)pyrido[2,3-dJpyrirnidine; 

4-amino-5-(3-bromophenyl)-7-(2-(l,4-dioxa-8-azaspiro[4.5]decan-8-yl>5- 

thiazoyl)pyrido[2,3-d]pyrimidine; 

30 

4-amino-5-(3-bromophenyl)-7-(3-thienyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(3-methy!-2^ 
20 4-amino-5-(3-bromophenyl)-7-(2-morpholi^^ 
35 4-amino-5-(3-bromophenyl)-7-(2-morpholinyl-4-tri^ 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(5-morpholinyl-2-thicnyl)pyrido[2.3-d]pyrimidine; 
4-amino-5-(3-bromophenyi)-7-(4-methyl-2-morphoIiny]-5-thiazoyi)pyrido[2,3- 

40 

25 d]pyrimidine; 

4-aminoo-(3-bromophenyi)-7-(2 J 5-dichloro-3-thienyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-bromophenyl>7-(2,5-dimethyIo-fu^^ 
45 4-ainino-5-(3-bromophenyl)-7-(N-met^ 

4-amino-5-(3-bromophcnyl)-7-(2-N.N-dimcthylamino-5-thiazoyI)pyrido[2,3- 
30 djpyrimidine; 
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4-amino-5-(3-bromophenyl>7-(2-morpholi^ 

4-amino-5-(3-bromophcnyl)-7-(2-(4 ; 4-dioxythiomorpho]inyl)-54hiazo>1)pyrido[2J- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-(IJ-dioxidom^^ 
5 djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-morpholinyl-5-oxazolyl)pyrido[2 ) 3-d]pyrimidine; 
15 4-amino-5-(3~bromophenyl>7-(2-N-mcthyl-N-methoxyethylamino-5-thia2oyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-N-methyl-N-cthyIaniino-5-thiazoyi)pyrido[2,3- • 
10 djpyrimidine; 

4 : amino-5-(3-bromophenyt)-7-(2-N-pyr^ 
4-amino-5<3-bromophenyl)-7-(2-N^ 
djpyrimidine; 

25 4-ammo-5-(3-bromophenyl)-7-(2-N,N-diethylamino-5-thiazoyl)pyrido[2,3-djpyrimidine; 

1 5 4-amino-5-(3-bromophenyl)-7-(2-(N-meth>T3iperazinyl)-5-thiazoyl)pyrido[2 > 3- 
djpyrimidine; 

4-ammo-5-(3-bromophenyl)-7-(2-(N-(2^ 
djpyrimidine; 
4-amino-5-(3-bromophenyl)-7-(2-N^ 
20 djpyrimidine; 

35 4-amino-5-(3-bromophenyl)-7-(2-(4-oxopiperazinyl)-5-thia2oyl)pyrido[2,3-dJpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2>(4-(N-morpholinyl)iminopiperazinyl)-5- 
thiazoyl)pyrido[2,3 -djpyrimidine; 

4-amino-5-(3-bromophenyI)-7-(6-N-morpholinc-3-pyridinesulfonamide)pyrido[2 1 3- 
25 djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-(4-oxopiperidinyl)-5-pyrimidyi)pyrido[2,3- 
djpyrimidine; 

45 4 -^ino-5-(3-bromophenyi)-7-(2-(4,4-dioxemy!enepiperidinyl)-5-pyrimidy^ 
djpyrimidine; 
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4-aminoo-(3-bromophenyI)-7-(5-(L4-dioxa-8-a2aspiro[4.5]dccan-8-yl)-2- 
pyrazinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyI)-7-(5-(4^xopiperidinyl)-2-pyrazinyl)pyrido[2,3-d]pyrimidinc; 

4-amino-5-(3-bromophenyl)-7-(6-N<yclopropyI-3-pyrtdinesulfonarnide)pyrido[2 > 3- 

d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(N-I,4-dioxa-8-a2aspiro(4.5]decan-8-yI)-3- 
pyridyIsuIfonamide)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyi)-7-(2-(4-(4-teirahydropyranyloxy)iminopiperidinyl )-5- 
pyraziny l)pyrido[2, 3-d]pyrimidine ; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(phenylmethoxy)iminopiperidinyl)-3- ; 
pyridyl)pyrtdo[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(teri-butyloxy)iminopiperidinyl>3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5>(3-bromophenyl)-7-(6-(4-(cyclohexyloxy)iminopiperidinyI)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7K6-(4-hydroxyiminoptperidinyl)0-pyridyl)pyrido[2 ; 3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(4-tetrahydropyranyloxy)iminopiperidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-brornophenyl)"7-{6-(4-methoxyethoxyiminopiperidiny])-3- 
pyridyl)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-{2-thcnylmethoxy)iminopiperidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidinc; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(4 , -(5 , H-2-oxyfurany])-4-hydroxy)p^^^ 
pyridyl )pyridol2,3-d Jpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(N(44etrahydropyranyIoxy)iminoethyl))-4- 
hydroxypiperidiny!>3-pyndazinyll)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-bromophenyI)-7-(6-(4-(4 , -acetyl-4*-hydroxypiperidinyI)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine; 



-348- 



WO 00/23444 



PO7US99/2490I 



4-amino-5-(3-bromophenyl)-7-(6-(4-(l-(isopropylc^ 
hydroxypipcridinyl)0-pyridyl)pyrido[2,3-d]pyrirnidine; 

4-amino-5-(3-bromophcnyl)-7-(6-(4-(l-(ethylcaboxymethoxy)iminoethyt))-4- 
hydroxypiperidinyI)-3-pyridyl)pyrido[2,3"d]pyrimidinc; 

4.amino-5-(3-bromophenyi)-7-(6-(4-(i-(meih\Mcaboxymethoxy)iminoethyI)H- 

hydroxypiperidinyl)-3-pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyI)-7-(6-(4-<l-(2-teirahydropyranyloxy)iminoethyl))-4- 

hydroxypiperidiny])o-pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(l-^ 

pyridyOpyrido^-dJpyrimidine; - r 

4-amino-5-(3-bromophcnyl)-7-(6-(4-(l-(ethoxy)iminoethyl)>4-hydroxypiperidi 

pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyiy7-(6-(4-(l-(metto 

pyridyl)pyrido[2,3-d]pyriniidine; 

4-amino-5K3-bromophenyl)«7-(6-(4^1-(hydroxy)iminoethyI)H-hydroxypiperidinyl)-3- 
pyridyi)pyrido[2,3-d]pyrimidine; 

4-ajTiino-5-(3-bromophenyl)-7-(6-(4-(2-tetrahydropyranyloxy)iminopipcridin 
pyridyl)pyrido[2J-d]pyrimidine; 

4-amino-5-(3-bromophenyI)-7-(6^4-(isopropylcarboxymedioxy)tminopiperidinyl)-3- 

pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyi)-7<6-(4-hydro^ 

4-hydroxypiperidinyt)-3-pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyI)-7<6-(4-(3-butyrolactone)4-hydroxypiperidinyl)-3- 

pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromopheny])-7-(6-(4-(2-bm 

pyrida2inyli)pyrido|2,3-d]pyrimidine; 

4-amino-5-(3-bromophcnyl)-7-(6-(4-ace^^ 

d]pyrimidine; 

4-amino-5-(3>bromophenyl)-7K6-(3-hydroxyazetidinyl)o-pyridyi)pyrido[2,3- 
d|pyrimidine; 



-349- 



WO 00/23444 



PCT/US99/24901 



4-ammo-5-(3-bromophenyl)-7-(6-(( I R,5S)-3-hydroxy-8-azabicycio[3.2. 1 ]octan-8-yl)-3- 
pyrtdyl)pyrido[2,3-d]pyrimidme; 

4-amino-5-(3-bromophenyl)-7-(6-(cis-2J-dihydroxypiperidinyl)0-pyridyI)pyrido[2,3- 
d]pyrimidine; 

4-amina-5-(3-bromophenyl)-7<6-(N-methyl-N-(3-pyridylmethyl)amino)-3- 
pyridazinyl])pyrido[2,3-djpyrimidine; 

4-amino-5-(3-bromophenyl)-7^6-(l,23.6-tetrahydropyridyl)-3-pyridyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(N-4 , me^ 

pyridazinyll)pyrido[2,3-d]pyrimidine; ' : 

4-amino-5-(3-bromophenyl)-7-(6-(4-(2-butyrolactoneH-hydroxypiperidinyl)-3- 

py ridyl )pyrido[2,3 -d]pyrimidine; 

4-amino-5-(3-bromopheny!>7-(6-(transo,4- bis(N-4*- 

methoxyphenylcarbamoyi)pyrrolidinyl)-3-pyridyl)pyTido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-((l S,5R)-3-hydroxy-8-azabicyclo[3.2. t ]octan-8-yl)-3- 

pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-( 6-(S.S-trans-3 ; 4-dihydroxypyrrolidinyl)-3- 
py ridyl)pyrido[2,3 -d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-( 6*(R,R-rrans-3,4-dihydroxypyrrolidinyl)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-( 6-(R T R-trans-3,4-dihydroxypyrrolidinyl)-3- 
pyridyI)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-oxo-l -phenyl- 1,3,8-tri azaspiro[4. 5]decan-8-yl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophcnyl)-7-(6-(l-oxa-4-oxo-4-thia-8-a2aspiro[4.5]decan-8-yl)-3- 
pyridyl)pyrido[2,3-dJpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(l-oxa-4,4-dioxido-4-thia-8-azaspiro[4.5]decan-8-yl)-3- 

pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-oxo-l^^ 

pyridyl)pyrido[2,3-d]pyrimidinc; 
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4-amino-5-(3-bromophenyi)-7-(6<4-(2-keto-l-benzimida2oIinyl)piperidinyl)-3- 
pyridazinyil)pyrido[2J-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-oxothiomorpholinyl)-3-pyndyl)pyrido|2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(2-keto-l-benzimidazoIinyl)pipcridinyl)-3- 
pyridyI)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(N-melhyl-N-(2-pyridylethyl)amino)-3* 
p>TidyI)pyrido[2 ? 3-d)pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(N-methyl-N-(4-pyridy]ethyI)amino)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; * 
4^amino-5<3-bromophenyl)-7-(6-N-(3-pyridylrnethy!)amino-3-pyridyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(2-hydroxyrnethy!piperidinyl)-3-pyridyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophcnyl)-7-(6-(l-oxa-4-thia-8-azaspiro[4.5]decan-8-yl)-3- 
pyridyi)pyrido[2,3-d]pyrimidine; 

4-aniino-5-(3-bromophcnyl)-7-(6-(4-hydroxy-4-(4-bromophenyI)pipcridinyl>3- 
pyridyl)pyrido[2,3-djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-N-(2-pyridnyi)piperazinyl)-3-pyridyl)pyrido[^ 
d)pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-t^ 
pyrtdyl)pyrido[2 ? 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4,4-diacetoxyethylthio)piperidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl>7-(6-CN-methy-N-(3-pyridylmethyl)ainino)-3- 

pyridyl)pyrido[2,3-d]pyrimidine; 

4-amtnoo-(3-bromophenyi)-7-(6-(4-p^^ 

djpyrimidinc; 

4-amino-5-(3-bromophenyI)-7-(6-(2-(iH-imidazol-4"yl)ethylainino)-3- 
pyridazinyI)pyrido[2,3-d]pyrimidine; 
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4-amino-5-(3-bromophenyl)-7-(6-(4-N-cyanom 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(3-hydroxypyrroldinyl)-3-pyridyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-methylpiperidiny!)-3-pyridyl)pyridof2 
djpyrimidine; 

4-amino-5^3-bromophenyl)-7-(6-(cis-3,5-dimethylmorpholinyl)-3-pyridyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4,4Kiifluoropipridinyl)-3-pyridyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophcny l)-7-(6-( 1 , 1 -dioxidoythiomorphoIiny!)-3- 
pyridazinyl)pyrido[2.3-dJpyrimidine; 

4-amino-5-(3-bromophenyl)-7<6-thiazolidinyl-3-pyridyl)pyridof2,3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(6-( t , 1 -dioxidoythiazolidia-3-yl)-3-pyridy!)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl>7<6-thiomorpholinyi-3-pyridazinyU)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(2 J 5-dihydropyrrolyl)o-pyridyl)pyrido[2 1 3- 
d]pyrimidine; 

4-aminoo-(3-bromophenyl)-7-(6-(l,3-dioxa-8-azaspiro[4.5]decan-8-yl)-3- 

pyridy])p>Tido[2 5 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-hydrmy-3-D^ 

amino-5-(2,3-dichlorophenyl)-7-(6-(l,4-dioxa-8«a2aspiro(4.5]decan-8-y])-3" 
pyridyl)pyrido[2,3 -djpyrimidine; 

4-amino«5-isopropyl-7-(6-(l,4-dioxa-8-a2aspiro[4.5]decaji-8-yl)-3-pyridyl)pyrido[2.3- 
d]pyrimidine; 

4-ammo-5-(3-bromophenyl)-7-(6-piperidinyU3-pyridyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(6-(3-(4-tett^ 
pyridyl)pyrido[2,3-d]pyrimidine; and 
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4-amino-5-(2-lrifluorophcnylphenyl)-7-(6-morpholinyl-3-pyridyl)pyrido[2.3- 
d]pyrimidine. 

7. A pharmaceutical composition comprising a therapeutically effective amount of a 
compound according to Claim 1 in combination with a pharmaceutically acceptable 
carrier. 

8. A method of treating ischemia, neurological disorders, nociperception , 
inflammation, immunosuppression, gastrointestinal disfunctions, diabetes and sepsis/in a 
mammal in need of such treatment, comprising administering to the mammal a 
therapeutically effective amount of a compound according to Claim 1 or 3. 

9. A method according to Claim 8 wherein the method consists of treating cerebral 
ischemia, myocardial ischemia, angina, coronary artery bypass graft surgery, percutaneous 
transluminal angioplasty, stroke, thrombotic and embolic conditions, epilepsy, anxiety, 
schizophrenia, pain perception, neuropathic pain, visceral pain, arthritis, sepsis, diabetes 
and abnormal gastrointestinal motility. 

1 0. A compound of formula I 




I, 



or a pharmaceutically acceptable salt or amide thereof wherein, 
R 1 and R 2 are each independently selected from the group consisting of hydrogen, 
alkenyl, alkoxyalkyl, alkoxyalkylcarbonyl. alkoxycarbonyl, alkoxycarbonylaikyl, alkyl, 
alkyicarbonyl, aminocarbonyl, aryL arylalkyl, arylalkylcarbonyl, arylcarbonyL 
carboxyalkyl, formyl, haloalkylcarbonyl, heterocycle, heterocyclealkyl. 
heterocyclecarbonyl, hydroxyaikyl, iminoallcyl, and (NZ,Z 2 )alkyl, or R' and R 2 may join 
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together with the nitrogen atom to which they are attached to form a 5-7 membered ring 
optionally containing 1-2 additional heteroatoms selected from the group consisting of O, 
N,andS; 

Z, and 2 2 are each independently selected from the group consisting of hydrogen, 
alkoxycarbonyl, alkyl, alkylcarbonyl, benzyl, benzyloxycarbonyl, and formyl; 

R 3 is selected from the group consisting of alkenyl. alkyl, alkynyl, aryl, arylalkyl, 
cycloalkyl, cycloalkylaJkyl, heterocycle, heterocyclealkyl, heterocyciealkylcarbonyl, 
(NZjZJalkyl, and -R A R B ; 

R A is selected from the group consisting aryl and arylalkyl; 

R B is selected from aryl, arylalkoxy, arylalkyl, aryloxy,- heterocycle, and 
heterocyclealkyl; 

R 4 is selected from the group consisting of alkenyl, alkoxyalkynyl, alkyl, alkynyl, 
cycloalkyl, aryl, arylalkyl, heterocycle, heterocyclealkyl, and -R c: R°R E ; 

R c is selected from aryl, arylalkyl, heterocycle, and heterocyclealkyl; 

R D is selected from aryl, arylalkoxy, arylalkoxyimino, arylalkyl, aryloxy, 
heterocycle, heterocyclealkoxy, heterocyclealkyl, heterocyclecarbonyl, heterocycleimino, 
heterocycleoxy, heterocycleoxyalkyl, heterocycleoxyimino, heterocycleoxyiminoalkyl, 
and heterocyclesulfonyl; 

R E is absent or selected from aryl, arylalkoxy, arylalkoxyimino. arylalkyl, aryloxy, 
heterocycle, heterocylealkoxy, heterocyclealkyl, heterocyclecarbonyl, heterocycleimino, 
heterocycleoxy, heterocycleoxyalkyl, heterocycleoxyimino. heterocycleoxyiminoalkyl. 
and heterocyclesulfonyl; and 

a dashed line — indicates that a double bond is optionally present provided that 
proper valencies are maintained; 

with the proviso that the following compounds are excluded, 
4-amino-5-(4-chorophenyl)-7-{4-nitrophenyl)pyridol[2,3-d]pyrimidine, 
4-amino-5-(4-methoxyphenyl)-7-(4-nitrophenyl)pyridol[2,3-d]pyrimidine, 
4-amino-5-(4-fluorophenyl)-7-(4-fluorophenyI)pyridolt2,3-d]pyrimidine. 
4-amino-5-(4-chlorophenyl)-7-(4-fluorphenyl)pyridol[2,3-d)pyrimidine, 
4-arnino-5-phenyl-7-(4-aminophenyl)pyridol2.3-d]pyrim!dine, 
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4-amino-5-phenyl-7-(4-bromphenyl)pyrido[2,3-d]pyrimidine, 
4-amino-5-(4-methoxyphenyl)-7-(4-aminophenyl)pyrido[2,3-d]pyrimidine, 
4-aminoo-(4-methoxyphenyl)-7-(4-bromphenyi)p>Tido|2,3-d]pyrimidine, and 
4-amino-5,7-diphenylpyrido[2,3-d]pyrimidinc. 

11. A compound according to claim 1 0 of formula II 




II, 



or a pharmaceutically acceptable salt or amide thereof wherein, 

R 1 and R 2 are independently selected from the group consisting of hydrogen, 
alkenyl, alkoxyalkyl, alkoxyalkylcarbonyl, alkoxycarbonyl, alkyl, alkylcarbonyl, 
aminocarbonyl, aryl, arylcarbonyl, carboxyalkyl, formyl, haloalkylcarbonyl, 
heterocyclealkyl, hydroxyalkyl, iminoalkyl, and (NZ,Z 2 )alkyl, or R ! and R 2 may join 
together with the nitrogen atom to which they are attached to form a 6 membered ring 
optionally containing 1 additional heteroatom selected from the group consisting of O, N, 
andS; 

Z, and Z, are each independently selected from the group consisting of hydrogen, 
alkoxycarbonyl, alkyl, alkylcarbonyl, benzyl, benzyloxycarbonyl, and formyl; 

R 3 is selected from the group consisting of alkenyl, alkyl, aryl, arylalkyl, 
cycloalkyl, heterocycie, heterocyclealkyl, (NZ,Z,)alkyl, and -R A R B ; 

R A is selected from the group consisting of aryl and arylalkyl; 

R B is selected from the group consisting of aryl, arylalkoxy, arylalkyl, aryloxy, and 
heterocycie; 

R 4 is selected from the group consisting of alkoxyalkynyl, alkynyi, aryl, 
heterocycie, and -R <: R D R E ; 

R c is selected from the group consisting of aryl and heterocycie; 
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R D is selected from the group consisting of aryl, arylalkoxy, arylalkyl, ar>'loxy. 
heterocycle, heterocyclealkoxy, heterocyciealkyl, heterocyclecarbonyl, heterocycleoxy, 
and heterocyciesulfonyl; and 

R E is absent or selected from the group consisting of aryl, ary lalkoxy, 
arylalkoxyimino, arylalkyl, aryloxy, heterocycle, heterocylealkoxy, heterocyciealkyl, 
heterocyclecarbonyl, heterocycleimino, heterocycleoxy, heterocycleoxyalkyl, 
heterocycleoxyimino, and heterocycleoxyiminoalkyl. 

12. A compound according to claim 1 0 wherein R 4 is selected from the group 
consisting of: . 

phenyl; thiophene-2-yl; 3-methyl-2-oxobenzoxazoiin-6-yl; 2-(dimethylamino)-5- 
pyrimidinyl; 2-(N-formyl-N-methyl amino)-5-pyrimidinyl; 2-(N-methoxyethyl-N -methyl 
amino)-5-pyrimidinyl; 2-(N-methylamino)5-pyrimidinyl; 2-(l -morpholinyl)-5- 
pyrimidinyl; 2-(l-pyrrolidinyl)-5-pyrimtdinyl; 2«dimethylamino-5-pyrimtdinyI; 2-furanyl; 

2- oxobenzoxazolin-6-yl; 2-pyridyt; 3-(dimethylamino)phenyI; 3-amino-4-methoxyphenyl; 

3- bromo-4-(dimethylamino)phenyl; 3-methoxyphenyl; 3-methyl-4-(N-acetyl-N- 
methyIamino)phenyl; 3-methyI-4-(N-formyl-N-methylamino)phenyl; 3-methyl-4-(N- 
methyl-N-(trifluoroacetyl)amino)phenyl; 3-methyl-4-(N-methylamino)phenyl; 3-methyl- 

4- pyrrolidinylphenyl; 3-pyridyl; 3,4-dichIorophenyl; 3,4-methylenedioxyphenyl; 3,4,5- 
trimethoxyphenyl; 4-(acelylamino)phenyl; 4-(dimethylamino)-3-fluorophenyl; 4- 
(dimethylamino)phenyl; 4-(imidazol-l-yl)phenyl; 4-(methylthio)phenyI; 4- 
(morpholinyl)phenyl; 4-(N-(2-(dimethylamino)ethyl)amino)phenyl; 4-(N-(2- 
methoxy ethyl)amino)pheny 1 ; 4-(N-acetyl-N-methy lamino)pheny I ; 4-(N -ethy 1-N- 
formylamino)phenyl; 4-(N-ethylamino)phenyl; 4-(N-tbrmyi-N-(2- 
methoxyethyl)amino)phenyl; 4-(N-isopropyiamino)phenyl; 4-(N-methy!-N-((2- 
dimethylamino)ethyl)amino)phenyl; 4-(N-methyl-N-(2-(N- 

phthaUmidyl)acetyl)amino)phenyl; 4-(N-methyl-N-(2-cyano)ethylamino)phenyl; 4-(N- 
methyl-N«(2-methoxyethyl)amino)phenyl; 4-(N-methyl-N-(3- 

methoxy)propionyiamino)phenyl; 4-(N -methyl -N-acctylamino)phenyl; 4-(N-niethyl-N- 
formylamino)phenyl; 4-(N -methyl- N-tri ttuoroacctylamino)pheny 1;4-(N- 
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morpholinyi)phenyl; 4-(thiophene-2-yl)phenyl; 4-(ureido)phenyl; 4-(2- 
(dimethyIamino)acetylamino)phenyl; 4-(2-mcthoxy)acetylamino)ethyl)amino)phenyl; 4- 
(2-methoxy)ethoxyphenyl; 4-(2-oxo-3-oxazoIidinyl)phenyl; 4-(4-methoxy-2-butyl)phenyl; 
4-(4-methylpiperidinyl)phenyl; 4-(5-pyrimidtnyl)phenyl; 4-aminophenyl; 4-bromophenyl; 

4- butoxyphenyl; 4-carboxamidophenyl; 4-chiorophenyl ; 4-cyanophenyl; 4- 
diethylaminophenyl; 4-diethylmaIonylallylphenyl; 4-dimethylaminophenyI; 4- 
ethoxyphenyl; 4-ethylphenyi; 4-fluorophenyl; 4-hydroxyphenyl; 4-imidazolylphcnyl; 4- 
iodophenyi; 4-isopropylphenyl; 4-methoxyphenyl; 4-methylaminophenyl; 4- 
methylsulfonylphenyl; 4-moipholinylphenyl; 4-N-(2-(dimethyIamino)ethyl)-N- 
formylamino)phenyl; 4-N-(3-methoxypropionyl)-N-isopropy!-amino)phenyi; 4-N-^thyl- 
N-(2-methoxyethyl)amino)phenyl; 4-N-formyIpiperazinyIphenyl) 4-nitrophenyl; 4- 
piperidinyiphenyl; 4-(3-pyridyl)phenyl; 4-pyrrolidinyIphenyl; 4-t-butylacrylphenyl; 5- 
(dimethylamino)thiophene-2-yl; 5-amino-2-pyridy]; 5-dimethylamino-2-pyrazinyl; 3- 
diraethyiaminopyridazin-6-yI; 5-dimethylamino-2-pyridyl; 5-pyrimidinylphenyl; 6-(N- 
methyl-N-formylamino)-3-pyridinyl; 6-(N-methyl-N-methoxyethylamino)-3-pyridinyl; 6- 
(2-oxo-3-oxazolidinyl)-3-pyridinyl; 6-dimethylamino-3-pyridinyI; 6-imidazolyI-3- 
pyridinyl; 6-morpholinyl-3-pyridinyl; 6-pyrrolidinyl-3-pyridinyl; 6-(2-propyl)-3-pyridinyl; 
(4-formyIamino)phenyJ; 6-(4-oxopiperidinyI)-3-pyridazinyl; 6-(4- 

morpholinyliminopiperidinyJ)-3-pyridaziny I; 6-(( 1 S,4S)-2-oxa-5-azabicycIo[2.2. 1 ]heptan- 

5- yl)-3-pyridazinyl; 6-(4-meihoxyiminopiperidinyl)-3-pyridazinyl; 6-phenyImethoxy-3- 
pyridazinyl; 6-(l,l-dioxido>ihiazoHdin-3-yl)-3-pyridyl; 6-(l,3-dioxa-8- 
a2aspiro[4.5]decan-8-yi)-3-pyTidyl; 6<l-oxa-4-thia-8-azaspiro[4.5]decan-8-yl)-3-pyridyl; 

6- (l ,1 -dioxidoythiomorpholinyl)-3-pyridazinyl; 6-< 1 -oxa-4,4-dioxido-4-thia-8- 
azaspiro[4.5]decan-8-yI)-3-pyridyl; 6-(l-oxa-4-oxo-4-thia-8-azaspiro[4.5]decan-8-yI)-3- 
pyridyl; 6-(3-hydroxy-8-azabicyclo[3.2.1]octan-8-yi)-3-pyridyl; 6-(4-oxo-l -phenyl- 1,3,8- 
triazaspiro(4.5]decan-8-y!)-3-pyridyl; 6-(4-oxo-l -phenyl- 1,3, S-triazaspirof 4. 5]dec-2-en-8- 
yl)-3-pyridyl; 6-(> 7 -l,4-dioxa-8-azaspiro[4.5]decan-8-y!)-3-pyridylsulfonamide; 2-(l,l- 
dioxidoihiomorpholinyl)-5-ihia2oyl; 5-(l,4-dioxa-8-azaspiro[4.5]decan-8-yl)-2-pyrazinyl; 
2-(l,4-dioxa-8-azaspiro[4.5]decan-8-yl)-5-thiazoyI; 6-(hexahydro-lH-ftiro[3,4-c]pyrrol-5- 
yl)-3-pyridazinyl; 6-(hexahydro- 1 H-furo[3,4-c]pyrcol-5-yl)-3-pyridyl; 6-(4- 
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meihoxypiperidinyl)-3-pyridyl; 6-(4.7-epoxy-7-methyl-2.3.3A.4,5.6.7-7a-octahydro-l H- 
isoindolyt)-3 -pyridazinyl; 6-(4-(4-tetrahydropyranyloxy)irninopiperidinyl)-3-pyridazinyl; 
6-isopropoxy-3 -pyridazinyl; 6-(2,4-dioxo-(l H.3H)-quinazolinO-yl)-3-pyridyl; 6-(4-(N- 
methyIpiperazinyl)iminopiperidinyl)-3-pyridazinyI; 6-(4-tetrahydropyranyloxy)-3- 
pyridazinyl; 6-morphoIinylethoxy-3-pyridaziny!; 6-(4-ethoxypiperidinyl)-3-pyridazinyl; 6- 
(l,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3-pyridyl; 6^4-(2-ethoxyethoxy)piperidinyl)-3- 
pyridazinyl; 6<(3aR,6aS)-2-oxo-tetrahydro-3aH-[l,3]dioxolot4 ; 5-c]pyrrol-5-yl)-3-pyridyl; 
6-<4-(4-teirapyTanyloxyethyl)piperidinyl)-3-pyridazinyl; 6-(3-(R)- 
tetrahydrofuranyloxy)piperidinyl)»3-pyTidazinyl; 6-(3-(S)- 
tetrahydrofuranyloxy)piperidinyl)-3-pyridaziny!; 6-(trans-3-ethoxy-4- 
hydroxy)pyrrolidinyl)-3 -pyridazinyl; 6-(cis-3-cthoxy-4-hydroxy)pyrrolidinyl)-3- 
pyridazinyl; 6-(trans-3-ethoxy-4-hydroxy)pyrrolidinyl)-3-pyridyl; 6-(trans-3,4-bis- 
ethoxy)pyrrolidinyl)-3 -pyridazinyl; 6-(trans-3 5 4-bis-ethoxy)pyrrolidinyi)-3-pyridyl; 6-(cis- 
3,4-bis-ethoxy)pyrrolidinyl)-3-pyridyl: 6-(cis-3,4-bis-ethoxy)pyrrolidinyl)-3-pyridazinyI; 
6-(cis-3-ethoxy-4-hydroxy)pyrrolidinyl)-3-pyridyl; 6-(cis-3-amino-4- 
hydroxy)pyrrolidinyl)-3-pyridazinyl; 6-(cis-3-amino-4-hydroxy)pyrrolidinyl)-3-pyTidyl; 6- 
( 1 ,5-dioxa-9-azaspiro[5.5 |undecan-9-y l)-3-pyridazinyl; 6-(4-tertbutyl)piperidinyl-3- 
pyridazinyl; 6-(4-N-formyl)piperidinyl-3 -pyridazinyl; 6-morpholinyl-3-pyridazinyl; 4-N- 
I,4-dioxa-8-azaspiro[4.5]decan-8-ylbenzenesu]fonamide;4-(4-dioxa-8- 
azaspiro[4.5]decan-8-ylcarboxamide)phenyl; 6-(3-methoxy-K5-dioxa-9- 
azaspiro[5.5]undecan-9-yl)-3-pyridazinyi; 6-(l,5-dioxa-3-hydroxyrnethyl-9- 
azaspiro [5. 5 ]undecan-9-yl)-3- pyridazinyl; 6-(S-0-ethyl-2-hydroxymethylpyrrolidinyl)-3- 
pyridazinyl; 6-(4-acetyl-l-oxa-4,8-diazaspiro[4.5]decan-8-yl)-3-pyridazinyl; 6-((2R t 3R> 
2 J-bis(mcthoxymethyl)- i ,4-dioxa-8-azaspiro[4.5]decan-8>yl)-3-yridaziny]; 6-((2S,3S>- 
2J-dimethyl-l ,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3-pyridazinyi; 6-(4,4-(cis-i .2- 
dioxycyclopentane)piperidinyi)-3 -pyridazinyl; 6-(4,4-(l S,2S- 
dimethoxymethylethanedioxy)piperidinyl)-3-pyridazinyl; 6-(4 J 4-(cis-3.4-dioxy- 
oxacyclopemane)pipcridinyl)-3-pyridazinyl;6-(4 ) 4-(t,3-dioxy-2- 
methoxypropyiene)piperidinyl)-3-pyridazinyl; 6-(4,4-(l,3-dioxy-2- 
hydroxymcthyIpropylene)piperidinyl)-3-pyridazinyl; 6-(4 ; 4-(2-(2,2-spiro- 
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oxacyclupropane- 1 .3-dioxypropylene)piperidinyl)-3-pyridazinyl; 6-morpholinyi-3- 
pyridazinyl; 6-(4-morpholinyliminopiperidinyl>3-pyridyl; 6-(4-(N- 
melhylpiperazinyl)iminopiperidinyl)-3-pyridyl; 6-{4-{l 1 2,4-triazoM-yl)iminopiperidinyI)- 

3- pyridyl; 6-(4-ethytpiperidinyicarboxylate)-3-pyridyl; 2-phenyimethyl-3(2H)- 
pyridazinone-6-yl; 6-(4-(morphoIinylcarboxamide)piperidinyl)-3-pyridyl; 6-{4-(N- 
morpholinylaminocarboxamide)piperidinyl)-3-pyridyI; 6-(4-(N,N- 
dimethyIaminocarboxamide)piperidinyl)-3-pyridyl; 6-(4-(N-methyl-N- 
methoxyethylcarboxaniide)piperidinyl)-3-pyridyl; 6-(4-(N- 

methoxyethyIcarboxamide)piperidinyl)-3-pyridyl; 6-(4-hydroxymethylpiperidinyl)-3- 
pyridyl; 6-(4-hydroxypiperidinyl)-3-pyridyl; 6-(4-N-acetylpipcrazinyl)-3-pyridyl; 6-(4- 
cyanopiperidinyl)-3-pyridyl; 6-(4-N-(4-fluorophenyl)pipcrazinyl>3-pyridyl; 4- 
morpholinylbenzenesulfonamide; 4-N-4,4-ethylenedioxypiperidinylbenzenesulfonamide; 

4- N-cyclopropylbenzenesuifonamide; 4-piperidinebenzenesulfonamide; 4-(4- 
cyanopiperidine)benzenesuIfonamide; 4-N-cyclopropylmethylbenzenesulfonamide; 4- 
N,N-dimethylaminobenzenesulfonaniide; 4-N-(S)-2- 
hydroxymethylpyrrolidinebenzenesulfonamide; 4-{4- 
hydroxypiperidine)benzenesuJfonamide; 4-(cis-3,5- 

dimethylmorpholinyl)benzenesulfonamide; 3-fluoro-4-thiomorphoIinylphenyl; 6- 
(thiomorphoIinyl)-3-pyridyl; 6-(4,4-dioxothiomorpholinyl)-3-pyridy!; 4-(4 ? 4- 
ethylenedioxypiperidinylcarboxamide)phenyI; 4-(N-cyclopropylcarboxamide)phenyl: 4- 
(morpholinylcarboxamide)phenyl; 6-N-cyclopropyiamino-3-pyridyl; 4-(4- 
hydroxypiperidinylcarboxamide)phenyl; 6-(S)-hydroxymethy]pyrrolidinyl-3-pyridazinyl; 
6-(4-(2-cthoxyethoxy)piperidinyl)-3-pyridyI; 6-hexahydropyrimidine)-3-pyridyI; 6-(S)-2- 
cthoxyethoxypyrrolidinyl)-3-pyridyl; 6-(R)-2-ethoxyethoxypyrrolidinyl)-3-pyridyl; 6-(cis- 
3,4-dihydroxypyrolidinyI)-3-pyridyl; 6-[(3aR,6aS)-tetrahydro-3aH-[l t 3]dioxolo[4,5- 
c]pyrroi-2<me-5-yl]-3-pyridyl;6-(cis-2J^^^ 6-(S ? R-2- 
hydroxymethyl^hydroxypyrrolidinyl)0-^ 

3-pyridazinyl; 6-( 1 S.4S)-2-aza-5-oxa-bicyclo[2.2 . 1 ]heptane)-3-pyridyl; 6-(2- 
imidizolidone-1 -yl)-3-pyridyl; 4-(2,4-(l H JH)-quinazolinedion-3-yI)phenyl; 6- 
morpholinylcarboxamidcO-pyridazinyl; 6-methoxy-3-pyridazinyl; 6-N,N- 
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diethoxyethyIamino-3-pyridazinyl; 6-(4-ethoxymethy!pipendiny])-3-pyridazinyI; 6-(4-(4- 
tetrahydropyranylmethyi)piperidinyl)-3-pyridazinyl; 6-(4- 
ethoxyethoxymethylpiperidmyl)-3-pyridazinyl; 6-N-methyl-N- 1 .3- 
dioxalanemethylamino)-3-pyridazinyl; 6-(4,4-dioxyethylenecyclohexyloxy)-3-pyridazinyl; 

5 6-dihydroxymethylmethoxy-3-pyrida2inyl; 6-(3-pyridyloxy)-3-pyridazinyl; 4,7-epoxy-7- 
methyl-2,3,3A,4,5,6,7,7a-octahydro-lH-isoindolyI; 6-(4-N-methyl-N-methoxyethyl)-3- 
pyridazinyi; 6-(3,4-dimethoxymethoxypyrrolidinyl)-3-pyridazinyl; 6-(trans-3-hydroxy-4- 
methylpyrrolidinyl)-3-pyridazinyl; 6-(trans-3-hydroxy-4-methylpyrrolidinyl)-3-pyridyl; 6- 
(cis-3-hydroxy-4-methy lpyrroIidinyl)-3 -pyridaziny 1; 6-(cis-3-hydroxy-4- 

1 0 methylpyrroiidinyl)-3-pyridyl; 6-(trans-3-cyano-4-hydroxy lpyrrolidinyl)-3-pyridyI.; 6-(3- 
hydroxy-4-tert-butylcarboxamidepyrrolidinyl)-3-pyridyl; 6-(S-2-(4- 
tetrahydropyranyloxy)methyIpyrrolidinyl)-3-pyridazinyl; 6-(2-(4- 
tetrahydropyranyioxy)iminopyrroIidinyl)-3-pyridazinyl; 2-morpholinyl-5-thiazoyl; 5- 
bromo-2-thienyl; 2 ; 5-dimethyl-3-thienyl; 5-chloro-2-thienyl; 2 ? 4-dimethyl-5-thiazoyl; 5- 

1 5 methyl-2-thienyl; 2-furanyl; 2-(4 ; 4-dioxyethylcncpiperidinyl)-5-thiazoyl; 3-thienyl; 3- 
methyl-2-thienyl; 2-morpholinyl-4-thiazoyl; 2-morpholinyl-4-trifluoromethy-5-thiazoyl; 
5-morpholinyl-2-thienyl; 4-methyl-2-morpholinyI-5-thiazoyl; 2.5-dichioro-3-thienyl; 2,5- 
dimethyl-3-furanyl; N-methyl-2-pyrrolyl; 2-N,N-dimethylamino-5-thiazoyl; 2- 
morphoIinyl-5-thiazoyl; 2-(4.4-dioxythiomorpho)inyl)-5-thia2oyi; 1 -N-methyl-2- 

20 morpholinyl-5-imidazoyl; 2-morpholinyl-5-oxazolyl; 2-N-methyl-N-methoxyethylarnino- 
5-thiazoyl; 2-N-methyl-N-ethylamino-5-thiazoyl; 2-N-pyrrolidinyl-5-thiazoyl; 2-N- 
methyl-N-propyIamino-5-thiazoyl; 2-N > N-diethylamino-5-thiazoyl; 2-(N- 
methypipcraziny))-5-thiazoyl; 2-(N-(2-pyridyl)piperazinyl)-5-thiazoyl; 2-N-methy-N-(2- 
pyridylethyl)-5-thiazoyi; 2-(4-oxopiperazinyl)-5-thiazoyl; 2-(4-(N- 

25 morpholinyl)iminopiperazinyl)-5-thiazoyl; 6-N-morpholine-3-pyridinesulfonamide; 2-(4- 
oxopiperidinyl)-5-pyrimidyl: 2-(4,4-dioxethylenepiperidinyl)-5-pyrimidyl; 5-(4,4- 
dioxethytenepiperidmyl)-2-pyriazinyl; 5-(4-oxopiperidinyt)-2-pyrazinyl; 6-N-cyclopropyl- 
3-pyridinesulfonamide; 6-N-(4 5 4-dioxetby!cncpiperidinyi)-3-pyridincsulfonainide; 2-(4- 
(4-tctrahydropyranyloxy)iminopiperidinyl)-5-pyrazinyl; 6-(4- 

30 (phenylmcthoxy)iminopiperidinyl)-3-pyridyt; 6-(4-(tert-butyioxy)iminopipcridinyI)-3- 
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pyridyl; 6-(4-(cyclohexyloxy)iminopiperidinyl)-3-pyridyl; 6-(4-hydroxyiminopiperidinyl)- 
3-p>Tidyl; 6-(4-(4-tetrahydropyranyloxy)iminopiperidinyl)-3 -pyridyl; 6-(4- 
methoxyethoxyiminopiperidinyl)-3-pyridyl; 6-(4-(2-theny]methoxy)iminopiperidiny))-3- 
pyridyl; 6-(4^4^(5'H-2-oxyturanyl)-4-hydroxy)piperidinyl)-3-pyridyl; 6-(4-(l-(4- 
tetrahydropyranyloxy)iminoethyl))-4-hydroxypiperidinyl)-3-pyridazinyl; 6-(4-(4'-acetyl- 
4'-hydroxypiperidinyl)-3-pyridazinyl; 6-(4-(l-(isopropylcaboxymethoxy)iminoethyl))-4- 
hydroxypiperidinyl)-3-pyridyl; 6-(4-( 1 -(ethylcaboxymethoxy)iminoethyl))-4- 
hydroxypiperidinyl)-3-py ridyl; 6-(4-( 1 -(methylcaboxymethoxy)iminoethyl))-4- 
hydroxypiperidinyl)-3-pyridy 1; 6-(4-( 1 -(2-tetrahydropyranyloxy)iminoethyI))-4- 
hydroxypiperidinyI)-3-pyridyl; 6-(4-(l-(allyloxy)LminoethyI))4-hydroxypiperidinyl)-3- 
pyridyl; 6-(4-( 1 -(ethoxy)iminoethyl))-4-hydroxypiperidiny l)-3-pyridyl; 6-(4-( 1 - 
(methoxy)iminoethyJ))-4-hydioxy pi peridinyl)«3 -pyridyl; 6-(4-(l-(hydroxy)iminoelhyl))-4- 
hydroxypiperidinyl)-3-pyridyI; 6-(4-(2-tetrahydropyranyloxy)iminopiperidinyl)-3-pyridyl; 
6-(4-(isopropylcarboxymethoxy)iminopiperidinyl)-3-pyridyl; 6-{4-hydroxy-4-( 1 -{4- 
tetrahydropyranyloxy)iminoethyl))-4-hydroxypiperidinyl)-3-yridyl; 6-(4-<3- 
butyrolactone)-4-hydroxypiperidinyl)-3 -pyridyl; 6-(4-(2-butyrolactone)-4- 
hydroxypiperidinyl)-3-pyridazinyl; 6-(4-acetyl-4-hydroxypiperidinyl)-3-pyridyI; 6-(3- 
hydroxyazetidinyl)-3-pyridy); 6-(cis-3-hydioxytropanyl)-3-pyridyl; 6-(cis-2,3- 
dihydroxypiperidiny!)-3-pyridyl; 6-(N-methyl-N-(3-pyridylmethyl)amino)-3-pyridazinyl; 
6-(l,2 y 3 T 6-tetrahydropyridyl)-3-pyridyl; 6-(4-(N-4 , methoxyphenylcarbamoyl)pip€ridinyl)- 
3-pyridazinyl; 6-(4-(2-butyrolactone)-4-hydroxypipcridinyl)-3-pyridyl; 6-(trans-3.4-bis(N- 
4 , -methoxyphenylcarbamoyl)pyrrolidinyl)-3-pyridyl; 6-(trans-3-hydroxytropanyl)-3- 
pyridyl; G^S^-trans^^-dihydroxypyrrolidinyO^VpyridyU 6-(R ? R-trans-3,4- 
dihydroxypyrro!idinyI)-3-pyridazinyl; 6-(R,R-trans-3,4-dihydroxypyrrolidinyl)-3-pyridyl; 
G-CS-Cl-phenyl-i^.S-triaza^-spiro^^ldeceN^-one^-pyridyl; 6-(8-( 1 -phenyl- 1,3,8- 
tria2a-2-spiro[4,5]deceN-4-one)-3-pyridyl; 6-(4-(2-keto- 1 -benzimidazolinyl)piperidinyI)- 
3-pyridazinyl; 6-{4-oxothiomorpholinyl)-3-pyridyl; 6-(4-(2-keto-l- 
benzimidazolinyl)piperidinyl)-3 -pyridyl; 6-(N-methyl-N-(2-pyridyIethyl)amino)-3- 
pyridyl; 6-("N-tncthyI-N-(4-pyridylethyl)amino)-3-pyridyl; 6-N-(3-pyridyImethyl)amino-3- 
pyridyl; 6-(2-hydroxymethylpiperidinyl)-3-pyridy!; 6-(4-hydroxy-4-(4- 
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bromophenyl)piperidinyl)-3-pyridyl; 6-(4-N-(2-pyridnyl)piperazinyl)-3-pyridyi; 6-(4-N- 
(2-hydroxyethyloxyethyl)piperazinyI)-3-pyridyl; 6-(4 r 4-diacetoxyethylthio)pipcridiny0-3- 
pyridyi; 6-(N-methy-N-(3-pyridy!mcthyl)amino)-3-pyridyl; 6-(4-pyrrolidinylpiperidinyl)- 
3-pyridyt; 6-(4-N-cyanomethylpiperazinyl)-3-pyridyl; 6-(3-hydroxypyrroldinyI)-3-pyridyI; 
6-(4-methylpiperidinyl)-3-pyridyl; 6-(cis-3,5-dimethylmorpholinyI)-3-pyridyl: 6-(4,4- 
difluoropipridinyl)-3-pyridyl; 6-(4,4-dioxythiomorpholinyl)-3-pyridazinyl; 6- 
thiazolidinyl-3-pyridyi; 6-(U-dioxythiazolidinyl)-3-pyridyl; 6-thiomorpholinyl-3- 
pyridazinyl; 6-(2,5-dihydropyrrolyl)-3-pyridyl; 6-hydroxy-3-pyridazinyl; 6-pipcridinyl-3- 
pyridyi; and 6-(4-tetrahydropyranyloxy)iminopyrroIidmyI-3-pyridyl; 6-morphoIinyt-3- 
pyridyl. 

13. A compound according to claim 1 0 wherein R' is selected from the group 
consisting of: 

(thiophene-2-yl)methyl; (thiophene-3-yl)methyl; butyl; cycloheptyl; pentyl; 
thiophenc-2-yl; l-(3-bromophenyl)ethyI; 2-(N-phenyhnethoxycarbonyl)aminophenyl; 2- 
(3-bromophcnyl)ethyl; 2-(3-cyanophenyl)methyl; 2-(4-bromophenyl)ethyl; 2-(5-chloro-2- 
(thiophen-3-yl)phenyI; 2-bromophenyl; 2-furanyl; 2-methylpropyl; 2-phenylethyl; 
phenylmethyl; 2,3-dimethoxyphenyl; 2.3-methylenedioxyphenyl; 3-(furan-2-yl)phenyl; 3- 
(thiophen-2-yl)phenyl; 3-(2-pyridyI)phenyl; 3-(3-methoxybenzyl)phenyl; 2-(3- 
aminopropynyOphenylmethyl; 3-benzytoxyphenyl; 3-bromo-4-fluorophenyl: 3-bromo-5- 
iodophenyi; 3-bromo-5-methoxyphenyl; 3-bromophcnyl; 3-bromophenyl)methyl; 3- 
carboxamidophenyl; 3-chlorophenyl; 3-cyanophenyi; 3-diethylmalonyIallylphenyl; 3- 
dimethylaminophenyl; 3-ethoxyphenyl: 3-fluoro-5-trifluoromethylphenyi; 3-fluorophenyI; 
3-hydroxyphenyl; 3-iodophenyl; 3-methoxyethyoxyphenyl; 3-mcthoxyphenyl; 3- 
methylphenyl: 3 -methylsulfony [phenyl; 3-mcthylthiophenyl; 3-t-butylacry I phenyl; 3- 
trifloromethyoxyphenyl; 3-trifluoromethyiphenyl; 3-vinylpyridinyiphenyi; 3,4- 
dichlorophenyl; 3 : 4-dimethoxyphenyl; 3,4-methylenedioxyphenyI; 3.4.5- 
trimcthoxyphenyl; 3,5-di(trifluoromethyl)phenyl; 3 ? 5-dibromophenyl; 3,5-dichlorophenyt; 
3,5-dimethoxyphenyl; 3,5-dimeihylphenyl; 4-(2-propyl)phenyl; 4-(2-propyl)oxyphenyl; 4- 
benzyloxy phenyl; 4-bromophenyl; 4-bromothiophene-2-yl; 4-butoxyphenyl; 4- 
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dimethylaminophenyl: 4-fluoro-3-trifluoromethylphenyl; 4-methoxy phenyl; 4- 
neopentylphenyl; 4-phenoxyphenyl; 5-bromothiophene-2-yl; 5-cyclohexyl; 5-cyclopropyl 
5-hexyl; 5-methyl; 5-pheny!; (2-bromo-5-chlorophenyl)methyl; (2-bromophenyl)methyl; 
(5<hloro-2-(3-methoxyphenyl)phenyl)methyl; 3-bromophenyi; 2-pyridyl; 2- 
ethoxyphenyl; 5 -ethoxy phenyl; 2 ? 5-dichlorophenyl; 2,5-dirnethylphenyl; 3-fluorophenyl; 
3-trifluoromethylphenyl; 5-trifluoromethylphenyl; 3,5-diclorophenyl; 4-bromo-2-thienyl; 
3-bromo-2-thienyl; 3-cyanophenyI; 4-tetrahydropyranyl; 3-indolyl; 5-indolyl; 4-quinolyl; 
2-bromophenyl; 4-fluorophenyi; 4,4-difluorocyclohexyl; l,l-dimethyl-3-butenyI; 2,3- 
dichlorophenyl; isopropyl; and 2-trifluorophenylphenyl. 

14. A compound according to claim 10 selected from the group consisting of: 

4-(N-(2,3-dihydroxypropyl)amino)-5-(3-bromophcnyl)-7-(6-morpholinyl-3- 
pyridinyl)pyrido[2,3-d]pyrimidme; 

4-(N-(3-morpholinylpropyl)amino)-5-(3-bromophenyl)-7-(6-morpholinyl-3- 
pyridinyl)pyrido[2,3-d]p>Timidine; 

4-(N-(2-(4-imidazolyl)ethyl)amino)-5-(3-bromophcnyl)-7-(6-morpholinyN3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

4-(N-(3-carboxypropyl)amino)-5-(3-bromophenyl)-7-(6-morpholinyl-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

(S)-4-amino-5-(3-bromophenyi)-7-(6-(0-methyl-2-hydroxymethylpyrrolidinyl)-3- 
pyridiny!)pyrido[2,3-d]pyrimidine; 

(S>4-^niino-5-(3-bromophenyl)-7-(6-{2-hydroxymethylpyrroHdinyl)-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(2-bromophenyl)-7-(6-(4-hydroxypiperidinyl)-3-pyridinyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(4-nuorophenyi)-7-(6-(4,4-ethylenedioxypiperidinyl)-3- 
pyridinyl)pyrido[2 ? 3-d]pyrimidine; 

4-ammo-5-(2-bromophenyl)-7-(6-(4-hyo^oxypiD^^ 
d]pyrimidine; 
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4«amino-5-(3-bromophenyl)-7-(6'(4.4-ethylenedioxypiperidinyI)-3- 
pyridazyl)pyrido[2J-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-morpholinyl-4-lhiazolyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5HlS T -methylO"indolyl)-7-(6-morphoIin>M-3-pyridiny])pyrido[2^ 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-ethoxyiminopiperidinyl)-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

4-arnino-5-(3-bromophenyl)-7-(6-(4-ethoxycarbonylmethoxyiminopip€ridinyI)-3-- 
pyridinyi)pyrido[2,3-d]pyrimidine; 

4-amino-5<4-dimethylaminophenyl)-7^4-bromophenyI)pyrido[2J-d]pyrimidine; 

4-amino-5-(4-dimethy]^inophenvi)-7-(4-dimcthylaminophenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(4-methoxyphenyl)-7-(4-dimemy]aminophenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(4-dimethylaminophenyl)-7-(4-mcthoxyphenyl)pyrido[2,3- 
djpyrimidine; 

4-aminoo-(4-(2-propyl)phenyl)-7-(4-methoxyphenyl)pyrido[23-d]pyriniidine; 
4-amino-5-(4-neopentylphen>1)-7-(4-methoxyphenyl)pyrido[2 > 3-d]pyrimidine; 
4-amino-5-(4-butyloxyphenyl)-7-(4-methoxy^^ 
4-amino-5-(4-methoxyphenyl)-7-(4-bromopheny^^^ 

4-amino-5-(4-(2-propyi)oxyphenyl)-7-(4-methoxyphenyl)pyrido[23-d]pyrim 
4-amino-5-(4-butoxyphenyl)-7-(4-N-tbrm^^ 
djpyrimidine; 

4-amino-5-(4-bcnzyloxyphenyl)-7-(4-methoxyphenyJ)pyrido[2,3-d]pyrimidine; 
4-amino-5-(4-phenoxyphenyl)-7-(4-methoxy phenyl )pyrido[2 .3 -d]pyrimidine; 
4-amino-5-(4-(2-propyl)phenyl)-7-(4-diethylmalonylaIlylphenyl)pyTido[2,3- 
d]pyrimidine; 

4-amino-5-(4-(2-propyI)phenyl)-7-(4-^butylacylphenyl)pyrido[2J-d]pyrirnidine: 
4-amino-5-(3-bromophenyl)-7-{4-dimethylaminophenyl)pyrido[2 T 3-d]pyrimidine; 
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4-amtno-5-(3,4-dimethoxyphen\1)-7-(4-dimeihy!aminophenyl)pyrido[2.3- 
d]pyrimidine; 

4-amino-5-(3-t-butylacrylphenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
d]pyrimidinc; 

4-amino-5-(3-methoxyphenyI-7-(4-dimethyIaminophenyl)pyrido[2J-d]pyrimidine; 
4-ainino-5-(3,5-dimethoxyphenyl-7-(4-dimethylaminopheny!)pyrido[2 ; 3- 
djpyrimidine; 

4-amino-5-(3-diethylmalonylallylphenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-vinylpyridinyiphenyl)-7<4-dimethylamiriophenyl)pyrido[2,3^ 
djpyrimidine; 

4-amino-5-(3-tritluoromelhylphenyl)-7-(4-dimethyiaminophenyi)pyri 
d]pyrirnidine; 

4-ainino-5-(3-carboxamidophenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-cyanophenyl)-7-(4-dimethylaminophenyi)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-benzyloxyphenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-methoxyphenyl)-7-(4-methoxy 

4-aniino-5-(3-bromophenyl)-7-(4-butoxyphenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5H^^H2-P)ridyl)phenyl)-7K4-dimethy!aminophenyl)pyrido[2 : 3- 
djpyrimidine; 

4-amino-5-(3-methylphenyl)-7-(4-dimethylaminophenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-chlorophenyl)-7-(4-dimcthyIaminophen>i)pyrido[2,3-dJpyrimidmc; 

4-amino-5-(3-fluorophenyl)-7-(4-dimethy]aminophenyl)pyrido[23-d]pyrimidinc; 

4-amino-5-(3-bromophenyl)-7-(4-methoxyphenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-methoxyphenyl)-7-(4-bromophenyl)pyrido[2J-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-phenylpyrido [2 ? 3-d]pyrimidinc; 

4-ainino-5-(3-bromophenyl)-7-(4-cthylphenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-bromophenyl)pyrido[2,3-d]pyriniidinc; 
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4-amino«5-(3-bromophenyl)-7-(4-cyanophenyi)pyrido|2.3Ki]pyrimidinc; 
4-ainino-5-(3-bromophenyl)-7-(4-hydroxyphenyI)pyridof2 ? 3-d]pyriinidine; 
4-amino-5-(3-iodophenyl)-7-(4-dimethylaminophenyl)pyrido[2,3-d]pyrimidinc; 
4-amino-5-(3-ethoxyphenyI)-7-(4-dimcthylaminophenyI)pyrido[2 ? 3-d]pyrimidine; 
4-amino-5-(3-trifloromethyoxyphenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3,5-dichlorophenyl)-7-(4-dimethyIaminophenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromo-4-fiuorophenyl)-7-(4-dimethylarninophenyl)pyrido[2 } 3- 
djpyrimidine; 

4-amino-5-(3-hydroxyphenyl)-7-{4-dimcthylamin^^ 

4-amino-5-(3-bromopheny|)-7-(4-morphoiinylphenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-pipertdinylphenyl)pyrido[2 J 3-d]pyrimidine; 

4-ammo-5-(3-bromophenyl)-7-(4-(imidazol-l^^ 

4-amino-5-(3-bromophenyI)-7-(4-chlorophenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(4-isopropylphenyI)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-bromophcnyl)-7^4-trifluorophen>M)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(4-dicthylamin^ 

4-amino-5-(3-bromophenyl)-7-(3,4,5-trirnethoxyphenyl)pyndo[2,3-d]pyrimidine; 
4-amino-5-(3-(3-methoxybenzyl)phcnyl)-7-(4-dimethylaminophenyl)pyrido[2,^ 
djpyrimidine; 

4-amino-5-(3-methoxyethyoxyphenyl>7-(4-dimethy!aminuphenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3 I 4-methylenedioxyphenyl)«7-(4-dimethylaminophenyl)pyrido[2 ? 3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-ethoxyphenyl)pyrido[2,3-djpyrimidinc; 
4-amino-5-(3-bromophenyI)-7-(2'-thiophene)pyrido[2,3-d]pyrimidine: 
4-amino-5-(3-bromophenyl)-7-(4-fluorophenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3^imethylaminophenyl)-7-(4-dimethylaminophenyi)pyrido[2,3- 
djpyrimidine; 
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4-amino-5-phenyl-7-(4-dimethylaminophenyl)pyridof2.3-d]pyrimidine; 
4-amino-5-(3,4,5-trimcthoxyphcnyl)-7-(4-dimethylaminophenyl)pyrido[2.3- 
d]pyrimidine; 

^amino-S-Cj-bromophenyl^T-C^nilrophenyOpyridoP^-dJpyrimidine; 
5 4-amino-5-(3-bromophenyl)-7-(4-iodophenyl)pyrido[2.3-d]pyrimidine; 

4-aniino-5-(3-bromophenyI)-7-(3,4-methylenedioxyphenyl)pyrido[2,3- 
d]pyrimidme; 

4-amino-5-(thiophen-2-yl)-7-(4-morpholinylphenyl)pyrido [2,3-d]pyrimidine; 
4-amino-5-(3,5-dimethoxyphenyl)-7-(thiophen-2-ylc)pyrido [2,3 -djpyrimi dine; 
10 4-amino-5-(3-bromophenyl)-7-(4-carboxamidopheny])p'yrido[23-d]pyrirhidine; 
4-arnino-5-(3-bromophenyl)-7-(4-(2-meihoxy)ethoxyphenyl)pyrido[2.3- 
djpyrimidine; 

4-amino-5-(3.5-dimethoxyphenyl)-7-(4-morpholinylphenyl)pyrido[2,3- 
d]pyrimidine; 

1 5 4-amino-5-(3-lrifluoromethyIphenyO-7-(thiophene-2-yl)pyrido [2,3-d]pvrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-aminophenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromo-4-fluorophenyl)-7-(thiophene-2-yl)pyrido [2,3-d]pyrimidine; 

4-amino-5-(3-bromo-4-fluorophenyl)-7-(2-furanyl)pyrido [2,3-d]pyrimidine; 

4-amino-5-(3,5-dimethoxyphenyl)-7-(4-iodophenyl)pyrido[2,3-d]pyrimidine; 
20 4-amLno-5-(3,5-dimethoxyphenyl)-7-(4-imidazo^ 

4-amino-5-(3 ? 5-dimethoxyphenyl)-7-(4-(thiophene-2-yl)phenyl)pyrido(2 ? 3- 
djpyrtmidine; 

4-amino-5-(3,5-dimethoxyphenyl)-7-(4-(3-pyridyl)phenyl)pyrido[2J-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(4-(4-methylpiperidinyi)phenyl)pyrido[2 ? 3- 
25 d]pyrimidine; 

4-arnino-5-(3-bromophenyl)-7-(4-pyrrolidm^^ 

4-amino-5-(4-bromoihiophene-)-7-(4-dimethyIaminophenyi)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(4-bromoihiophene-2-yl>7-(4-morpholinyiphenYl)pyrido[2»3- 
30 d]pyrimidine; 
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4-morpholinyl-5-(3-bromophenyl)-7-(4-dimethyiaminophenyl)pyrido[2.3- 
d]pyrimidine; 

4-amino-5-(5-bromothiophene-2-yl)-7-(4-rnorpholinylphenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(4-bromopheny0-7-(4-dimcthylaminophenyl)pyrido[2,3-d]pyrimidine; 
4^amino-5-(3-bromophenyl)«7-(4-(acetylamino)pheny])pyrido[2,3-d]pyrimidine; 
4-amino-5^3-bromophenyl)-7-{4-dimethy!aminophenyl)pyrido[2 J 3-d]pyrimidine; 
4-amino-5-(3,5-dimethoxyphenyl)-7-(5-pyrimidinytphenyl)pyrido[2,3- 
djpyrimidine; 

4-(4-fluorophenyl)amino)-5-(3-bromophenyl)-7-(4- " ; 

dimethylaminophenyI)pyrido[2.3-d]pyrimidine; 

4-amino-5-(4-bromothiophene-2-yl)-7-(4-pyrrolidinylpheiiyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(4-bromothiophene-2-yl>7-<thiophenc-2-yI)pyndo[2,3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(5-(dimethylamino)thiophene-2-yl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromo-5-iodophenyl)-7-(4-(dimethylamino)phenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3,5nii(trifluoromethyl)pte^ 
djpyrimidine; 

4-amino-5-(3,5-di(trifluoromethyl)phenyl)-7-(4-morphoiinyIphenyl)py 
d]pyrimidine; 

4-amino-5-(3,5-dibromophenyl)-7-(4-(dimcthylamino)phenyl)pyrido[2 ? 3- 
djpyrimidine; 

4-amino-5-(3,5-dibromophenyl)-7-(4-morpholinyiphenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(4-bromothiophene-2-yl)-7-(4-(4-methylpiperidinyl)phenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3 : 5-dibromophenyi)-7-(4-(dinicthy!amino)phenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(3-(dimeihyIamino)phenyl)pyrido[2J-d]pyrimidine; 



068- 



WO 00/2J444 



PCT/US99/2490I 



4-amino-5-(3-bromophenyi)-7-(4-methylsulfonyl^^ 
4-amino-5-(3-bromophenyl)-7-(3-methoxyphcnyl)pyrido[2 T 3-d]pyrimidine; 
4-amino-5-(3-bromophenyI)-7-(4-(methylthio)phenyl)pyrido[2,3^)pyrimidinc; 
4-aminoo-(3-bromophenyI)-7-(3 > 4-dichlorophenyl)pyrido[2,3-dJpyrimidine; 
4-amino-5-(3-bromophenyl)-7-(4^-methyI-N-fonnylamino)phenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5<3-bromophenyl>7^4-methylaminophcnyl)pyrido[2,3Ki]pyrimidine; 
4-amino-5-<3-bromo-4-fluorophenyl)-7-(4-methylsulfonylphcnyl)pyTido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(3-amino-4-methoxyphenyl)pyrido[2,3- r 
djpyrimidine; 

4-amino-5-{3-bromophenyi)-7-(3-bromo^-(dimethylamino)phenyl3pyrido[2,3- 
djpyrimidine; 

4-aininoo-(3-bromophenyl)-7-(3-methyM-(dimethylamino)phenyl)pyrido[2 ) 3- 
d]pyrimidine; 

4-amino-5-(3-bromophcnyl)-7-(4-(N-methyI-N- 
trifluoroacetylamino)phcnyI)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(dimethyiaraino)-3-fluoropheny])pyrido[2,3- 
djpyrimidine; 

4-amino-5<3-bromophenyl)-7^4HN-ethyl-N-formyIamino)phenyl)pyrido[2,3- 
djpyrimidine; 

4,4-bis(acetylamino)-5-(3-bromophenyI>7-(4-(N-methyl-N- 
acetylamino)phenyl)pyrido[2 ? 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(N-acet>i-N-methylariiino)phenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl}-7-(4-(N-emyl^ 

4-amino-5-(3-bromophenyl)-7-(4-(N-methyl-N-(2- 
methoxycthy])amino)phenyl)pyrido[2.3 -djpyrimidine; 

4-aminoo-(3-bromophenyi)-7-(4-(N-isopropylamino)phenyl)pyrido[2,3- 
djpyrimidine; 
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4-amino-5-(3-bromophenyl>7-(4-N-ethy]-N-(2- 
methoxyethyl)amino)phenyl)pyrido[2 ? 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-N-(3-methoxypropionyl)-N-isopropyl- 
amino)pheny])pyrido[2 ; 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-N-(2-(dimethylarnino)ethyl)-N- 
formylamino)phenyl)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-("N-(2- 
(dimethylamino)ethyl)ajTiino)phcnyl)pyrido[23^]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(N-methyl-N-(2- 
cyano)cthylamino)phenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(N-methyl-N-(3- 
mcthoxy)propionylamino)phenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyi)-7-<3-methyl-4-(N-formyl-N- 
methylamino)phenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(3-methyl-4-(N-methylamino)phenyl)pyrido[23- 
d]pyrimidine; 

4-amiiio-5-(3-bromophenyl)-7-(4-(4-raethoxy-2-butyl)phenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bn>mophenyI)-7-(4-(N-methyl-N-(2-(N- 
phthalimidyl)acetyl)amino)phenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(3-methyl-4-(N-methyl-N- 
(trifluoroacetyi)amino)phenyl)pyrido[2 ; 3-djpyrimidinc; 

4-amino-5-(3-bromopheny])-7-(3-mcthyU4-(N-acetyl-N- 
methyJaraino)phenyl)pyrido[2,3-d|pyrimidtne; 

4-amino-5-(3-bromophcnyl)-7-(6-dimethy!amino-3-pyridinyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-cyanophenyl)-7-(4MnethyU^^ 

4-amino-5-(3^yanophenyl)-7-(4<N-me%^ 
djpyrimidine; 
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4-amino-5-(3-bromophenyl)-7-(6-(N-methyI-N-formylamino)-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-morpholinyI-3-pyridinyl)pyrido[2.3- 
djpyrimidine; 

5 4-amino-5-(3-bromophenyi)-7-(6-(N-melhyl-N-melhoxyclhylaniino)-3- 
pyridinyl)pyrido[2,3-d]pyrimidine: 

4-amino-5-(3-bromophcnyl)-7-(6-pyn*olidinyl-3-pyridinyl)pyrido[2.3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(2-(dimcthylamino)-5-pyrimidinyl)pyrido[2 T 3- 
d]pyrimidine; •■ 
10 4-amino-5-(3-bromophenyI)-7-(2-(N-methoxyethyl-N-rriethyl amino>5- 

pyrimidinyl)pyrido[23-d]pyrirnidine; 

4-amino-5-(3-bromophenyl)-7-(2-(N-fonnyl-N-methyl amino)-5- 
pyrimidinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-(N-melhylamino)5-pyrimidinyl)pyrido[2,3- 
15 d]pyrimidine; 

4-amino-5<3-bromophenyl)-7-(2<l-pyrroIidinyl)-5-pyrimidinyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-(l-morpholinyl)-5-pyrimidinyl)pyrido[2,3- 
d]pyrimidine; 

20 4-amino-5-(3-bromophenyl)-7-(6-(2-oxoO-oxazolidinyl)-3-pyridinyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-pyridyI)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(3-pyridyl)pyTido[2,3-d]pyrimidine; 
4-amino-5-(3-fthiophen-2-yl)phenyl>-7-(4-dimethylaminophenyl)pyrido[2.3- 
25 d]pyrimidine; 

4-amino-5-(3-(turan-2-yI)phenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-(3-methoxyphenyl)phenyi)-7-(4-dimethylaminophenyl)pyrido[2,3- 
d]pyrimidine; 

30 4-amino«5-phenyl-7-{4-dimethylaminophenyl)pyridot2 ; 3-dJpyrimidine; 
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4-amino-5-(3<hlorophenyl)-7-(4-(morpholiny^^ 

4-amino-5-(3-bromo-4-fluorophenyl)-7-(4-(mprpholinyl)phenyl)pyrido[2.3- 
d]pyrimidine; 

4-amino-5-(3-chlorophenyl)-7-(4-iodophenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3<hiorophcnyl)-7-(4-(thiophen-2-yl)phenyl)pyndo[2,3-d]pyrimidinc; 
4-amino-5-(3-chlorophenyl)-7-(4^5-pyrimidinyl)phenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-bromo-4-fluorophenyl)-7-(4-iodophenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(4-bromothiophene-2-yl)-7-(4-methoxyphenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)methyl-7-(4-(cUmethylamino)phenyI)pyrido[2,3-v 
d]pyrimidine; 

4-amino-5-(2-phenyIethyl)-7-(4-diethylaminophenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(2-methylpropyl)-7-(4-diethylaminophcnyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(butyl)-7-(4-diethylaminophenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(2-(4-bromophenyl)ethyl)-7-(4-diethylaminophenyl)pyrido[2 ? 3- 
djpyrimidine; 

4-amino-5-(butyl)-7-(4-dimethylaminophenyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(2-(3<yanophenyl)methyI)-7-(4-dimethylaminophenyI)pyrido[2,3- 
djpyrimidine; 

4-amino-5-{2-(N-phenyimethoxycarbonyl)aminoethyl)-7-(4- 
dimethylaminophenyl)pyrido[2 } 3-d]pyrimidine; 

4-amino-5-(cycloheptyl)-7-(4-dimethylaniiriophenyI)pyrido[2.3«d]pyrimidine; 

4-amino-5-(2-(5-chloro-2-(thiophen-3-yl)phenylmethyl)-7-(4- 
dimethylaminophenyI)pyndo[2 ? 3-d]pyrimidine; 

4-amino-5^pentyl)-7-(4-diethylaminophenyl)pyrido[2J-d]pyriniidine; 

4-amino-5-hexyl-7-(4-dieth>iaminophenyi)pyrido[2,3-d]pyrimidine; 

4-amino-5-(2-(3-bromophenyl)ethyI)-7-(4-diethylaminophenyl)pyrido[2 ? 3- 
djpyrimidine; 

4-amino-5-((2-bromophenyl)methyl)-7-(4-diethylaminophenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5<yclopropyl-7-(4-dimelhy)aminophenyl)pyrido[2.3-d]pyrimidine; 
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4-amino-5-cyclohexyI-7-(4-dimethylaminophenyI)pyrido[2J-d]pyrimidine; 
4-amino-5<(2-bromoo-chlorophenyl)methyI) : 7-(4^iethylaminophenyl)pyrido[2 ; 3- 
djpyrimidine; 

4-amino-5-methyl-7^4-diethylaminophenyi)p>Tido[2,3-d]p>Timidi 

4-amino-5-(2J-methylenedioxyphenyl)-7-(4-dimcthylaminophcnyl)pyrido[2,3- 
d]pyrimidine; 

4-ammo-5-(3-fluoro-5-trifiuoromethylpheny1>7-(4- 
dimethyJaminophenyi)pyrido[2,3-d]pyrimidine; 

4-amino-5-(2-bromophenyl)-7-(4-dimethylaminophenyl)pyrido[2,3-d]pyrimidine; 

4-airiincH5-(3,5-dimethylphenyi)-7-(4-dimethyIaniinoph'enyl)pyrido[2 > 3- 
d]pyrimidine; 

4-amino-5-(3 ; 4-dichlorophenyl)-7^4-dimethylaminophenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(4-fluoro-3-trifluoromeihylphenyl)-7-(4- 
dimethylaminophenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromo-5-methoxyphcnyl)-7-(4-morpho!inylphenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromo-5-methoxyphenyl)-7-(4-pyrrolidinylphenyl)pyrido[2 ) 3- 
djpyrimidine; 

4-amino-5-(3-bromo-5-methoxyphenyl)-7-(4-piperidinylphenyl)pyrido[2.3- 
djpyrimidine; 

4-araino-5-(3-bromo-5-methoxyphenyI)-7-(4-dimethylammophenyl)pyrido[23- 
djpyrimidine; 

4-ainino-5-(3-methylthiophcnyl)-7-(4-dimethy]arninophenyl)pyTido[2 ? 3- 
djpyrimidine; 

4-amino-5-(3-bromo-5-memoxyphenyi)-7-(thiopte^ 
4^amino-5-(23-dimethoxyphenyl)-7^4«dimeihylaminophenyl)pyrido[2 ; .3- 
d]pyrimidine; 

4-ammo-5-(3-mcthy]su!fonylphenyl)-7-^^^^ 
d]pyrimidine; 
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4-acctylaminoo-(3-bromophenyl)-7-(4-dimethylaminophenyl)pyrido[2.3- 
djpyrimidine; 

4-tbnnylaininoo-(3-bromophenyl)-7-(4-dimeth>iaminophcnyl)pyndo[2 ; 3^ 
djpyrimidine; 

4-(methoxyacetyl)amino-5-(3-bromophenyl)-7-(4-diethylaminophenyl)pyrido[2,3- 
d]pyrimidine; 

44rifluoroacety!arnino-5-(3-bromophenyl)-7^ 
d]pyrimidine; 

4-pentajioylamino-5-(3-bromopheny])-7-(4-dimethylaminophenyl)pyrido[2,3-: 
djpyrimidine; 

4-ben2oylamino-5-(3-bromophenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
djpyrimidine; 

4-(N-BOC-glycyl)amino-5-(3-bromophenyl)-7-(4- 
dimethylaminophenyl)pyrido[2 ; 3-d]pyrimidine; 

4-(>J-phthalimidylglycyl)£imino-5-(3-bromophenyl)-7-<4- 
dimethylaminophenyi)pyridot2. 3 -djpyrimidine; 

4-(ethoxycarbonyl)amino-5-(3-bromophenyi)-7-(4- 
dimethy!aminophenyl)pyrido[2 ? 3-d]pyrimtdine; 

4-(ethylaminocarbonyi)amino-5-(3-bromophenyl)-7-(4- 
dimcthylaminophenyl)pyrido[2.3-d]pyriniidine; 

4-aIlyIamino-5-(3-bromophenyl)-7-(4-dimethyiaminophenyl)pyridof2,3- 
djpyrimidine; 

4-(2-(N,N-dimethyiamino)cthylamino)o-(4-bromophenyI)-7-(4- 
dimethylaminophenyi) pyrido[2.3-d]pyrimidine; 

4-(4-(N : N-dimethylamino)butyiamino)-5-(3-bromophenyi)-7-(4- 
dimethylaminophenyl) pyrido[2.3-d]pyrimidine; 

4-(N-aIlyl-N-formyIamino)-5-(4-dimethylaminophenyl)-7-(4- 
bromophenyl)pyrido[2.3-djpyrimidine; 

4-diacety lamino-5-(p-dimcthyl amino phenyl)-7-(4- 
bromophenyl)pyrido[2 : 3-d)pyrimidine; 
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4-amino-5-(3-bromophenyi)-7-(5-amino-2*p>ridyl)pyrido(2.3-d]p>Timidine; 

4-amino-5-(3-bromophenyl)-7-(5-dimethyiamino-2- 
pyridyl)pyrido[2,3 -d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(5-dimethylamino-2- 
pyra7inyl)pyrido[2,3-d]pyrimidine; 

4-amino-5^3-bromophenylV7-(2-oxobenzoxa2olin-6-yl)pyrido[2 1 3-d]pyrimidine; 

4-amino-5-(3-brornopheny l)-7-( 1 -methyl-2-oxobenzoxazolin-6- 
yl)pyrido[2,3-d]pyrimidine; 

4-amino-5-((5-chloro-2-(3-methoxyphenyl)phenyl)methyl)-7-(4- ; 
dirnethylaminophenyi)pyrido[2,3-d]pyrimidine; 

4-amino-5-((thiophene-2-yl)methyl>7>(4-diethyiaminophenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-((thiophene-3-yl)methy[)-7-(4-diethylamjnophenyl)p>Tido[2,3- 
djpyrimidine; 

4-amino-5-((2-bromophenyl)methyl)-7-(4-dimcthylaminophenyi)pyridof2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(N-formyl-N-<2- 
methoxycthyl)amino)phenyl)pyrido[2,3-d]pyrimidine; 

4-aniino-5-(3-bromophenyl)-7-(4-(>J-(2-methoxyethyl)amino)phenyl)pyndo[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(N-methyl-N-((2- 
dimethylamino)ethyl)amino)phenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(2- 
raethoxy)acetylamino)ethyl)amino)phcnyl)pyrido[2,3-d]pyrirnidine; 

4-ainino-5-(3-bromopheny])-7-((4-formylam^ 

4-amino-5-(3-bromophenyI)-7-(4-(2- 
(dimethy]amino)acety!amino)phenyl)pyrido[2J-d]pyrimidine: 

4-amino-5-(3-bromophenyl)-7-(4-(2-oxoo-oxazo]idinyl)phenyl)pyrido[2,3- 
d]pyrimidine; 

4-aminoo-(3-bromophenyl)-7-(6-(2-prop^^ 
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4-amino-5-(3>bromophenyI)-7-(3-methyl-4-pyiTolidinylphenyl)pyrido[2.3- 
djpyrimidine: 

4-amino-5-(3-bromophenyl)-7-(6-imida^olylo-pyridinyl)pyrido[2jKl]pyrimidine; 

4-amino-5-phenylmethyl-7^4-diethylaminophenyi)pyrido[2.3-d]pyrimidine; 

4-aminoo-(2-(3-aminopropynyl)phenyImeihyl)-7-(4- 
diethyIaminophenyl)pyrido[2,3-d]p>Timidine; 

4-araino-5-(l-(3-bromophenyl)ethyl)-7-(4Kiiethylaminophenyl)pyridof2,3- 
djpyrimidine; 

4-amino-5-(4-dimethylaminophenyl)-7-(4-bromophenyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(2-flirany!>7-(4-(N-morpholinyl)phenyl)pyrido[2.J-d]pyrimidine 
. . 4-amino-5-(3-bromophenyI)-7-(2-dimethylamino-5-pyrimidinyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(ureido)phenyl)pyrido[2,3^]pyrimidme; 

4-amino-5-(l-phenyimethyl-3-piperidinyl)-7-(4- 
diethylaminophenyl)pyrido[2,3 -djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(3-methyt-5-isoxazolyl))-3- 
pyridinyl)pyrido [2.3 -djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-chioro-3-pyri 

4-amino-5-(3-bromophenyl)-7-(6-methoxy-3-pyridinyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6^I,2,4-triazoI-4-yl)-3-pyridinyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-morpholinylo-pyrimidinyl)pyrido[2.3- 
djpyrimidine; 

4-amino-5-(2-thiazoIyl)-7-(4-pyrrolidinylphenyl)-pyrido[2 J -djpyrimidine; 
4-amino-5-(3-bromophenyl)-7>(6-pyra2olyl-3-pyridinyl))-pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(l-methyl-ureido)phenyl)-pyrido[2,3- 
djpyrimidine; 
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4-amino-5-(3-bromophenyI)-7-(4-(N-meihyl-N-(2-pyrimidinyl)amino)phenyl)- 
pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyI)-7<3-fiuoro-4-^ 
pyrido[2,3-d]pyrimidtne; 

4-formylamino-5-(3-bromophenyI)-7-(3-fluoro-4-<N-formyl-N- 
methylamino)phenyl)-pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(N-methyl-N-meihylsulfonyianiino)- 
phenyljpyridop^-djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(N-methyl-N-methylsulfonylamino)-3- • 
pyridinyi)pyrido[2,3-<i]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(l-methyl-5-indolinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-( 1 -methyl-5-benzimidazolyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-dimethylamino-3-pyrida2inyl)pyrido[2 I 3- 
d]pyrimidine; 

4-ajnino-5-(3bromopheny|)-7-(6-morpholinyl-3-pyridazinyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-pyrrolidinyl-3-pyridazinyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromopheny|)-7-(5-morphoiinyl-2-pyrazinyl)pyridof23- 
d]pyrimidine; 

4-arnino-5^3-bromophenyl>7-(5-(N-(2-mcthoxyethyl)-N-methylamino)-2- 
pyrazinyl)pyrido[2,3-d]pyrimidine; 

4-ajninoo-(3-bromophenyl)-7-(4-(morpholinylmethyl)-phenyl)pyrido[2.3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyI)-7-(5-(N,N-bis(2-methoxyethyl)amino)-2- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(imida2olylmethyl)-phcnyl)pyrido[2.3- 
dJp>Timidine; 



-377- 



WO 00/23444 



PCT/US99/24901 



4-amino-5-(3-bromophenyl)-7-(5-(l-morpholinyl)-2-pyridinyl)pyrido[2,3- 
dlpyrimidine; 

4-amino-5-(3-broraophenyl)-7-(4-((dimethylarnino)mcthyI)-phenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(5-(4-hydroxy- 1 -piperidinyl)-2- 
pyridinyl)pyrido[2 ; 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(5-(N-fonny)-N-meihylamino)-2- 
pyridinyl)pyrido[2 f 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(5-(2-propenyl)-2-pyridinyl)pyrido[2,3- ■■ 
djpyrimidine; 

4-amino5-(3-bromophenyl)-7-(3-(2-methoxyethyI)-2-oxo-6- 
bcnzoxazolyl)pyrido[2 ? 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7^4-(l-(N-formyiajnino)-ethyi)phenyl)pyrido[2,3- 
d]pyrimidine; 

4-(methylamino)-5-(3-bromophenyl)-7-(4-dimethylaminophenyl)pyrido[2,3- 
djpyrimidine hydrochloride; 

4-(2-methoxyethylamino)-5-(3-bromophenyI)-7-(4- 
dimethylaminophenyl)pyrido[2,3-d]pyrimidine hydrochloride; 

4-amino-5K3-bromophenyi)-7-(4-(l-methyl-2-imidazolyl)phenyl)pyrido[2J- 
d]pyrimidine trihydrochloride; 

4-aminoo-(3-bromophenyI)-7-(4-(aminomethyl)phenyl)pyrido[2J-d]pyrimidine: 

4-amino-5-(3-bromophenyI)-7-(2-bromo^-(dimethylamino)phenyl)pyrido[2.3- 
d]pyrimidine; 

4-aminooK3-bromophcnyl)-7-(4-(dimeihylaminoethyl)pheny])pyrido[2J- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(3-(dimethylamino)propynyl)phenyl)pyrido[2,3- 
djpyrimidine; 

4-arnino-5-(3-bromophenyI)-7-(4-(3-^ 
djpyrirriidine; 
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4-amino-5-(3-bromophenyl)-7-(4-dimethylphosphonatophenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-C3-bromophenyI)-7-(4-(3-(methoxypropynyI)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyi)-7-(4-carboxyphenyl)pyrido[2.3-dlpyrimidine; 
5 4-amino-5-(3-bromophenyI)-7-(4-methylO-oxo-2H-4H-pyrido[3 7 2-b]-l,4-oxazin- 
7-yl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(2-(dimethylamino)ethyl)-3-oxo-2H-4H- 
pyrido[3,2-b]- 1 ,4-oxa2in-7-yl)pyrido[2,3-d]pyriniidine; 

4-amino-5-(3-bromophenyl)-7-(2J-dihydro-3-(dimethylaminoethyl>2- 
10 oxoben20xazol-6-yl)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyI)-7-(4-methyl-3-oxo-2H-4H-benzo- 1 ,4-oxazin-7- 
yl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2,2Atrimethyl-3-oxo-2H-4H-benzo-l T 4-oxazin-7- 
yl)pyrido[2,3-d)pyrimidine; 
1 5 4-amtno-5-cyclohexy I-7-(4-(2-dimethyIamino)ethyl)-2H-4H-bcnzo-3-oxo- 1 ,4- 

oxazin-7-yl)pyrido[23-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(5-(l-methylethyI)-2-pyridy])pyrido[2.3- 
d]pyrimidine; 

4-amino-5-(3-bromopheny])-7-(5-piperidin-l-y]pyrid-2-yl)pyridof2,3- 
20 d]pyrimidine; 

4-amino-5-(l"(4-bromophenyl)ethyl)-7-(6-morpholinylpyrid-3-yl)pyridor2 ? 3- 
djpyrimidine; 

4-amino-5-(3-bromophenyI)-7-(4-((N4brmylamino)methyl)phenyl)pyrido[2 ? 3- 
d]pyrimidine; 

25 4-amino-5-(3-bromophcny])-7-(4-( 1 -methyl- 1 -(N-methylamino)ethyl)phenyl)- 

pyrido[2 7 3-d]pyrimidine; 

4-amino-5-(3-bromopheny l)-7-(4-( I Kdimethylamino)- 1 - 
methylethyl)phenyI)pyrido[2.3-d]pyrimidinc; 

4-ainino-5-(3-bromophcnyl)-7-(N-acety!-5-indolinyl)pyrido[2,3-d]pyrimidine; 
30 4.amino-5-cyclohexyl-7-(6-chloro-3-pyridyl)pyrido[2,3-d]pyrimidine; 
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4-amino-5-(l-(2-bromophenyl)ethyl>7-(6-diethyiaminoO-pyridyl)pyrido[2.3- 
d]pyrimidine; 

4-amino-5-(l-(2-bromophenyI)elhyl)-7-(6-morpholinyl-3-pyridyl)pyrido[2J- 
d]pyrimidine; 

4-aniino-5-(I-(2-bromophenyl)ethy])-7-(4-(N-methyl-N-fonnyl)ainino)- 
phenyl)pyrido[2.3-d]pyrimidine; 

4-amino-5^ycIohexyl-7-(6-mo^pho]iny^3-pyridyl)pyrido[23-d]pyri^^idine; 

4-amino-5-((2-bromopheny])methyl)-7-(6-morpholinyU3-pyridyl)pyrido[2 T 3- 
djpyrimidine; 

4-amino-5-(4-tetrahydrop>ranyl)-7-(6-mo ; 
djpyrimidine: 

4-amino-5-cyclohexyl-7-(6-dimethyIamino-3-pyridy 

4-aminoo-(l-ethylpropyl)-7-(6-dimethylamincH3-pyTidyl)pyrido[2,3-d]pyrimidine; 
4-aminoo-cycIopentyl-7^6-morphoIinylO"pyridyl)pyrido[23-d]pyrimidine; 
4-amino-5-cyclohexyI-7-(2-chloro-3-pyridyl)pyrido[2,3-d]pyrimidiDe; 
4-amino-5-(3J-dimethy!cyclohexyl)-7-(6Klimethy]ajnino-3-pyridyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-({N-(benz>'loxycarbonyl)-4-pipcridinyl)methyl)-7-(6-morpholi 
py ridy l)pyrido[2,3 -d]pyrimidijie; 

4-amino-5-cyclohexyl-7-(6-bromo-3-pyridyl)pyndo[2J-d]pyrirnidine; 

4-amino-5-cyclohexyi-7-(3-cyanophenyl)pyrido[2.3-d]pyrimidirie; 

4-amino-5-( 1 -(2-bromophenyl)ethy l)-7-(6-dimethy lamino-3- 
pyridazinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophcnyi)-7-(6-imida2olyl-3-pyrida2inyl)pyrido[2 ) 3- 
d]pyrimidine; 

4-amin<>5-(3-bromophenyl)-7-(6-(tuacY^^ 
djpyrimidine; 

4-amino>5-(3-bromophenyl)-7-(6-(N-mcihyl-N-(l-methylethyi))ainino)-3- 
pyridazinyl)pyrido[2 ? 3-d]pyTimidinc; 
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4-amino-5-(l-(2-bromophenyl)ethyl)-7-(6-morphoiinyI-3-pyridaztnyI)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-cyclohexyl-7-(6-(4-acetylpiperazinyl)-3-pyridyI)pyrido[2 ; 3- 
d]pyrimidine; 

4-amino-5-cyclohexyl-7-(6-(4-acetyl- 1 ,4-diazacycloheptanyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-cyclohexyl-7-(6-(4-methyl- 1 ,4-diazacycloheptanyl)-3- 
pyridyl)pyrido[2 J -djpyrimidine; 

4-amino-5-cyclohexyl-7-(6-(N-methyl-N-(2-(2-pyridyl)ethyl)amino)-3- -;• 
pyridyl)pyrido[2,3-d]pyrimidine; ' : ' 

4-ammo-5-cyclohexyl-7-(6-2-(N-(N\N^^^ 
pyridyl)pyrido[2,3-d]pyrimidinc; 

4-amino-5-cyc!ohexyl-7-{6-a2etidinyl-3-pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-cycIohexyI-7-(6-(3-(N- 
methylacet£imido)pyrrolidinyl)pyndyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-cyclohexyl-7«(6-(3-(formamido)pyrrolidinyI)pyridyI)pyrido[2,3- 
djpyrimidine; 

4-amino-5-cyclohexyl-7-(4-oxo- 1 -phenyl- 1 ,3.8-triazaspiro[4.5[decan-8- 
yl)pyri do [2, 3 -djpyrimidine; 

4-amino-5-cyc!ohexyI-7-(6-(2-methoxymet^^ 
djpyrimidine; 

4-amino-5-cyclohexyl-7-(6-(N-methoxyethyI-N-propylaraino)pyridyl)pyrido[2,3- 
d]pyrimidine; 

4-ammo-5-cyclohexyl-7-(N-methyl-N-(2,2-dimethoxyeihyl)amino)pyrido[2,3- 
djpyrimidine; 

4-amino-5-cyclohexyI-7-(6-(4-(dimethylamino)piperidinyl)pyridyl)pyridof2 ; 3- 
d]pyrimidine; 

4-amino-5<ycIohexyl-7-(6-(4-(aminocarbonyl))piperidin\i)pyridyl)pyrido[2,3- 
djpyrimidine; 
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4-amino-5-cyclohexyl-7-(N-meihyl-N-(3-(diethylamino)propyi)aminopyri 
yI)pyridol2.3-d]pyrimidine; 

4-amino-5<yclohexyl-7-(6-(N-meth>1-N^4-p>Tidyl)ethylamino)pyrid-3- 
yl)pyrido[2 5 3-d]pyrimidine; 

4-amino-5-cyclohexyl-7-(6-(N-methyl-N-(3-pyridylmethylamino)pyrid-3- 
yl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(l-(2-bromophenyi)ethyl)-7-(l-methyl-5-indolyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(l-(2-bromophen>1)e%l)-7-(l-methyl-2,3-dioxo-5-indoIyl)pyridp[2,3- 
djpyrimidine; 

4-aniino-5-(3-bromophenyl)-7-(3-fluoro-4-(l-morpholinyl)phenyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-hydroxy-3-nitrophenyl)pyrido[2.3-d]pyrimidine^ 
4-amino-5-(3-bromophenyI)-7-(6-(4,4-ethylenedioxypiperidinyl>3- 

pyridyI)pyrido[2,3-d]pyrimidinc; 

4-arnino-5-(3-bromophenyl)-7-(6-(4-oxopiperidinyI)-3-pyridyl)pyrido[2,3- 

djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-formylpipcrazinyl)-3-pyridyl)pyrido[2,3- 
djpyrimidine; 

4-ainino-5-(3-bromopheny])-7-(6-(4-merh>1pipera2inyl)-3-pyridvl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-thiomorphoiinylO-pyridyl)pyrido[2,3- 
d]pyrimidin; 

4-amino-5-(3-bromophenyl)-7-(6-(4 r 4-dioxothiomorpholinyl)-3- 
pyridy i)pyrido(2 ,3 -djpyrimidine; 

4-amino-5-(2-bromophenyl)-7-(6-morpholinyl-3-pyridyl)pyrido[2 ? 3Kl]pyTimidine; 

4-amino-5-(3-bTomo-4-methoxyphcny1)-7-(6-mo^^ 
d]pyrimidine; 

4-amino-5-(4-bromophenyl)-7-(6-morpholinyl-3-pyridyl)pyrido[2,3-d]pyrim 
4-amino-5-(3-chlorophenyl)-7-(6-morpholinylO-pyridyl)pyrido[2J-d]pyrimidine; 



WO 00/23444 



PCT/US99/24901 



4-amino-5-{3-bromophcnyl)-7-(5<hloro-6-morphoUnylo-pyridy!)pyrido[2,3- 
d]pyrimiduie; 

4-amtno-5-(3-bromophen>1)-7-(6-(>I-oxidomoiphoiinyl)o-pyridyl)pyrido[2,3- 
d]pyrimidinc; 

4-amino-5-<3-bromophenyl)-7-(6-(N-(2-hydroxyethoxyethyI)amino)-3- 
pyridyl)pyrido[2 ; 3-d]pyrimidine; 

4-amino-5-(3-bromophenyi)-7-(6-(NK2-hydroxyethoxyethyl)-N-formylamino)0- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyI)-7-(6-(N-(2-hydroxyethoxyethyl>3-pyridyi-N- ■■ 
oxide)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(3-hydroxy)morpho!inyI)-3-pyridyl)pyrido[2,3- 
djpyrimidine; 

K5-(4-amino-5-(3-bromophenyl)pyrido[2,3-d]pyrimidin-7-yl)-2-pyridyl)- 
piperidine-4-phosphate, disodium salt; 

4-amino-5-(3-bromophenyl)-7-(4-methylenylpiperidinyI)-3-pyridyl)pyrido[2 ? 3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-hydroxy-4-(hydroxymethyl)piperidinyl)-3- 
pyridyl)pyrido[2 r 3-d]pyrimidine; 

4-amtno-5-(3-bromophenyl)-7-(6-(4,4-ethylenedioxypiperidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-cyclohexyI-7-(6-(4-oxo-piperidinyt)-3-pyridyl)pyrido[2 : 3-d|pynmidine; 

4-amino-5-cyciohexyI-7-(6-(4-melhylenylpiperidinyl)0-pyridyl)pyrido[2 ? 3- 
d]pyrimidine; 

4-N-(iminomethyl)amino-5-cyclohexy 
d]pyrimidlne; 

4-allylamino-5-(4-bromophenyl)-7-(4-dimethylaminophenyl) pyrido[2,3- 
d]pyrimidine; 

4-aminoo-(3-bromophenyl)-7-(6-(4-hydroxypiperdiny])0-pyridyl)pyrido[2 > 3- 
djpyrimidine; 
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4-amino-5-(cyclohexyl>7-(6-(4.4-ethylenedioxypiperidinyl)-3-pyridyI)pyri 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-morpholinyl-5-thiazolyI)pyrido[2,3- 
djpyrimidine; 

4-(N-(2,3niihydroxypropyl)amino)-5-(3-bromophenyI)-7-(6-morpholinyl-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

4-(N^3-morpholinylpropy0amino)-5-(3-bromophenyl)-7-(6-morpholinyl-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 

4-(N-(2K4-imidazolyl)ethyl)ajnino)-5-(3-bromophenyl)-7-(6-morpholinyl-^ 
pyridinyl)pyrido[2,3-d]pyrimidine; : - 

4-(N-(3-carboxypropy])amino)-5-(3-bromophenyl)-7-(6-morpholinyl-3- 
pyridinyl)pyrido[2,3-dJpyrimidinc; 

(S)-4-amino-5<3-bromophenyl)-7-(6-(0-me% 
pyridinyi)pyrido[2,3-d]pyrimidine; 

(S)-4-amino-5-(3-bromophenyl)-7-(6-(2-hydroxymethylpyrroIidinyl)-3- 
pyridinyl)pyrido[2.3-d]pyrimidine; 

4^aniino-5-(2-bromophenyl)-7-(6K4-hydroxypiperidinyl)-3-pyridinyl)pyrtdo[2,3- 
djpyrimidine; 

4-amino-5-(4-fluorophenyl)-7-(6-(4,4-ethylenedioxypiperidinyl)-3- 
pyridinyI)pyrido[2,3-d]pyrimidine; 

4-amino-5-(2-bromophenyl)-7-(6<4-hydroxypiperidinyl)0-pyridazyi)pyrido[2 3 ^ 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4,4-cthylcnedioxypiperidinyl)-3- 
pyridazy l)pyrido[2,3 -d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-morpholinyl-4-thiazolyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(N-methylO-indoly])-7-(6-morpholinyl-3-pyridinyl)pyri 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-ethoxyiminopiperidinyl)-3- 
pyridinyl)pyrido[2,3-d]pyrimidine; 
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4-airiirioo-(3-bromophenyl)-7-(6-(4-ethoxycarbonylmethoxyiminopipendinyl)-3- 
pyridiny))pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(-6-(4-oxopiperidinyl)-3-pyridazinyll)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyI)-7-(6-(4-morpholinyIiminopiperidinyl )-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-((IS,4S)-2-oxa-5-azabicyclo[2.2.I]heptaii-5-yl)-3- 
pyridazyI)pyrido[2,3-dJpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6*(4-methoxyiminopiperidinyl)-3- 
pyridazmyll)pyrido[2J-d]pyriinidine; 

4ramino-5-(3-bromophenyl)-7-(6-phenylmethoxy-3-pyridazinyll)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-methoxypiperidinyl)-3-pyridyl)pyrido[2.3- 

djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4^4-teinUiydropyrany]oxy)iminopiperidinyl )-3- 
pyrida2inyll)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromopheny!)-7-(6-isobutoxy-3-pyridazinyl)pyrido[2,3-d]pyrimidine; 

4-amiao-5-(3-bromophenyl)-7-(6-(4-(N-methylpiperazinyl)iminopiperidinyl )-3- 

pyrida2inyil)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-tett^ 

djpyrimidine; 

4-amino-5-(3-bromophen\M)-7-(6-morpholinylethoxyo-pyridazin>4l)pyrido[2J- 
djpyrimidine; 

4-amino-5-(3-bromophcnyl)-7-(6-(4-ethoxypiperidinyl)0-pyridazinyli)pyrido[2J- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(2-ethoxyethoxy)piperidinyI)-3- 
pyridazinylI)pyrido[2,3-d]pyrimidine; 

4-aminoo-(3-bromophenyl)-7-(6H4-(44etrdpyranyloxyethyl)piperidinyl)-3- 
pyridazinyll)pyrido[2 ? 3-d]pyrimidinc; 

4-amino-5-(3-bromophenyl)-7-(6-(3-(R)-tetrahydrofWanyloxy)piperidinyl)-3- 
pyridazinyH)pyrido[2 : 3-d]pyrimidine; 
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4-amino-5-(3-bromophenyI)-7-(6-(3-(S)-terrahydrofuranylox>0piperidinyl)-3- 
pyridazinyIl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(transO-ethoxy-4-hydroxy)pyrrolidinyl)-3- 
pyridazinylI)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(cis-3-ethoxy-4-hydroxy)pyrrolidinyl)-3- 
pyridaziny I l)pyrido[2. 3 -djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-{6-(trans-3-ethoxy-4-hydroxy)pyrrolidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimtdine; 

4-amino-5-(3-bromophenyl)-7-(6-(trans-3,4-bis-ethoxy)pyrrolidiny]>3- •;■ 
pyridazinyll)pyrido{2 J -djpyrimidine; r 
4-amino-5-(3-bromophenyI)-7-(6-(tran^3.^^ 
djpyrimidine; 

4-ainino-5-(3-bromophenyl)-7-(6-(cisO,4-bis^thoxy)pyTTolidijiyl)-3"pyridyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(cis-3,4-bis-ethoxy)pyrrolidinyl)-3- 
pyridaziny I l)pyrido[2, 3 -djpyrimidine; 

4-amino-5-(3-bromophenyi)-7-(6-(cis-3-ethoxy-4-hydroxy)pynrolidinyi)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-ainino-5-(3-bromophenyl)-7-(6"(cis-3-amino-4-hydroxy)pyrrolidinyl)-3- 
pyridazinyII)pyrido[2 7 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(ctsO-amino-4-hydroxy)pyrro!idinyl)-3- 

pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(2-pyridyl)-7-(6-(K4-dioxa-8-azasp^ 

djpyrimidine; 

4-amino-5-(2,3-dichlorophcnyl)-7-(6-moiphoLinyI-3-pyridyl)pyrido[2 I 3-dJpyrimidinc 
4-amino-5-(2-pyridy!)-7-(6-moi^ho]inyl-3-pyridyl)pyrido[2J-d]pyrimidine; 
4-amino-5-(2-ethoxyphenyl)-7-(6-(U4-dioxa-8-azaspiro[4.5]decan-8-yl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(2-bromo-5-ethoxyphenyl)-7-(6-morpholinyl-3-pyridyl)pyrido[2,3- 
djpyrimidinc: 
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4-amino-5-(2,5-dichIorophenyI)-7-(6-morpholiny 
4-amino-5-(2.5-dimethylphenyl)-7-(6-mo^ 

4-amino-5-(3-fluorophenyl)-7-(6-rnorpholinyl-3-pyridyI)pyrido[2.3-d]pyrimidine; 

4-^ino-5-(3-tritluoromethylphenyl)-7-(6-morpholin>i-3-pyridyl)pyrido[2 ; 3- 

djpyrimidine; 

4-amino-5^3-fluoro-5-trifluoromethylpto 

3- pyridyI)pyrido[2,3-d]pyrimidine; 

4- amino-5-(3,5-diciorophenyl)-7-(6-(l,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3- 
pyridyl)pyrido [2,3 -djpyrimidine; •;• 
4-ammo-5-(3-bromophenyl)-7-(6-( 1 ,5-dioxa-9-azaspiro[5.5]undecan-9-yi)-3- ; 
pyridazmyl I )pyrido [2.3 -djpyrimidine; 

4-amino-5-(4-bromo-2-thienyl)-7-(6-(l ? 4-dioxa-8-azaspiro[4.5]decan-8-y])-3- 
pyridyl)pyrido[2,3 -djpyrimidine; 

4^amino-5-(3-bromophenyl)-7-(6-(4-tertbutyl)piperidinyN3-pyridazinyll)pyrido[2,3- 
d]pyrimidine; 

4-amino-5 -(3 -bromo phenyl )-7-<6-(4-N-formy^ 
djpyrimidine; 

4-amino-5-(3-bromo-2-thienyl)-7-(6-(4,4-et^ 
djpyrimidine; 

4-amino-5-(3 <yanophenyi)-7-(6-morphol 

4-amino-5-(3-Bromophenyi)-7-(6-(S-0-ethyI-2-ty^ 

pyridazinyll)pyrido[2,3, 

djpyrimidine; 

4-amino-5K3-bromophenyl)-7<6-((2S ? 3S 
8-yl)-3-pyridazinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4,4-(cis-l,2-dioxycycIopemyl)piperidinyI)-3- 
pyridazinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-acetyl-l-oxa^,8-diazaspiro[4.5]decaii-8-yl)-3^ 
pyridazinyl)pyrido[2,3-d]pyrimidine; 
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4-amino-5-(3-bromophenyl)-7-(6-((2RJR)-2^.bis(methoxyme%i)-l ; 4-dioxa-8- 
azaspiro[4.5]decan-8-yI)-3-pvridazinyl)pyrido[2,3-<ilpyrimidine; 
4-amin(>5-(3-bromophenyl)-7-(6-(4,4-(cis-3.4-dioxy-oxacycIopentyl)piperidinyl)-3- 
pyridazinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophcnyl)-7-(6-(3-methoxy-l,5-dioxa-9-azaspiro[5.5]undecan-9-yl)-3- 
pyridazinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyI)-7-(6-( 1 .5 : dioxa-3-hydroxymcthyl-9-azaspiro[5 .5]undecan-9- 
yl)-3-pyridazinyl)pyrido[2,3-d]pyrirnidine; 

4-amino-5-(3-bromophenyl)-7-(6-(l ,7,14-trioxa-I l-azadispiro(4.2 .5.2]pentadecan-1 1 -yl)- 

3- pyridaziny!)pyrido[2,3-d]pyrimidine; 

4- amino-5-(4-tetrahydropyranyl)-7^ 
d]pyrimidine; 

4-amirio-5-(3-bromophenyi)-7-(6-(4-rnorpholinyliminopiperidinyl )-3-pyridyl)pyrido[2 ? 3- 
d]pyrimidine; 

4-amino-5-(3-bromophcnyl)-7-(6-(4-(N-methylpiperazinyl)iniinopiperidiriyl )-3- 
pyridyl)pyrido[2,3-d]pyrimidinc; 

4-amino-5-(3-bromophenyl)-7-(6-(4-( 1 ,2,4-triazol- 1 -yl)iminopiperidinyl )-3- 
pyridyl)pyrido[2,3-d|pyrimidine; 

4-amino-5-(3-indolyl)-7-(6-morpholinylO-pyridyl)pyrido[2J-d]pyrimidine; 
4-amino-5-(5-indolyl)-7-(6-morphoHnylO-py 

4-amino-5-(3-bromopheny])-7-(6K4-ethylpiperidinyIcarboxylaie)-3-pyridyl)pyri 
dlpyrimidine; 

4«amino-5-(3-bromophenyl)-7-(2-phenyime^^ 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(morpholinyIcarboxamidc)piperidinyl)-3- 
pyridyl)pyrido[2,3-cl]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(6-(4-(>l-morphol^^ 
pyridyl)pyrido [2, 3 -d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(>I > N-dimethylaminocarboxajnide)piperi 
pyridyl)pyrido[2 T 3-d]pyrimidine; 
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4-amino-5-(3-bromophenyl)-7-(6-(4-(N-methyl-N-methoxyethylcarboxamide)pi 

3- pyridyl)pyrido[2,3-dJpyrimidine; 

4- amino-5-(4^uinolyl)-7-(6-morpholinyl-3-pyridyl)pyrido[2 t 3-<i]pyriniidine; 

10 4-amino-5-(3-bromophenyl)-7-(6-(4-(N-methoxyethylcarboxamide)piperidinyl)-3- 
5 pyridyl)pyrido[2,3-d)pyrimidinc; 

4-amino-5-(3-bromophenyl).7-(6-(4-hydroxymethylpiperidinyl>3-pyridyl)pyrido[2,3- 
15 djpyrimidine; 

4-amino-5-(2-bromophenyl)-7-(6-(l,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; f 
1 0 4-aminch5-(2-bromophenyi>7-(6-(4-hydroxypiperidinyi)0-pyridyl)pyrido(2J- - 

20 

d]pyrimidine; 

4-amino-5-(3-bromopheny!)-7-(6-(4-N-acctylpiperazinyl)-3-pyridyi)pyrido[2,3- 
d]pyrimidine: 

25 ^amino-5-(3-bromophenyI)-7-(6-(4^yanopiperidinyl)-3-pyridyl)pyrido[2,3Ki]p>Timidine; 
15 4-amino-5-(3-bromophenyl)-7-(6-(4-N-(4-fluoi^ 
d]pyrimidine; 

4-amino-5-(4-fluorophenyl)-7-(6-morphoti^^ 

30 - 

4-amino-5-(3-bromophenyl)-7-(4-morpholinylbenzenesuifonamide)pyrido[2JJ- 

djpyrimidine; 

20 4-amino-5-(3-bromophenyl)-7-(4-N-K4-dioxa-8-azaspiro[4.5]decan-8- 
35 ylberizenesuifonamidejpyrido^^-djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-N-cyclopropylbenzencsulfonamide)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyI)-7-(4-piperidijiebenzenesuIfonamide)pyrido[23-d]pyrimidine; 
40 25 4-amino-5-(3-bTomophenyl)-7-(4-(4-cyanopiperidine)ben2enesuifonamide)pyrido[2 T 3- 

d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-N-cyclopropyImethylbenzenesulfonamide)pyrido[2,3- 
45 djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-N,N-dimethyIaminobenzenesulfona^ 
30 djpyrimidine; 

50 
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4-amino-5-(3-bromophenyl)-7-(4-N-(S)-2- 

hydroxymethyIpyrTolidineben2enesulfonamide)pyrido[2.3-d]pyrimidinc; 

4-amino-5-(3-bromophenyl)-7-(4-(4-hydroxypiperidine)benzenesu!tbnamide)pyrido[2,3- 

d]pyrimidine; 

4-aminoo-(3-bromophenyl)-7-(4-(cis-3,5- 

dimethylmorpholinyl)benzenesulfonamide)pyrido[2 t 3-d]pyrimidine; 

4-amino-5-(3-bromophenyI)-7-(3-nuoro-4-ihiomorpholinyIphenyi)pyrido[2,3- 

djpyrimidine; 

4-amino-5-(4-fluorophenyl)-7-(6-(lhiomorpholinyl)-3-pyridyI)pyrido[2,3-d]pyrimidine; 

4-amino-5-(4-fluorophenyl)-7-(6-(4,4-dioxothiomorpholinyl)-3-pyridyl)pyrido[2,34 

d]pyrimidine; 

4-methoxy-5-(3-bromophenyl)-7-(6-moiphol^ 

4-amino-5-(3-bromophenyI)-7-(4-(4-dioxa-8-azaspiro[4.5]decan-8- 

ylcarboxamide)phenyl)pyrido[2 } 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(N-cyclopropylcarboxamide)phenyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(morpholinylcarboxamide)phenyI)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-N^yclopropylaniino-3-pyridyl)pyndo[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(4-(4-hydroxypiperidinylcarboxamide)phenyl)pyrido[2J- 

djpyrimidine; 

4-amino-5-(3-bromophcnyl)-7-(6-(S)-hydroxYmethylpyrrolidinyI-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromopheny])-7-(6-(4-(2-ethoxyethoxy)piperidinyl)-3-pyridyl)pyrido[2J- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-hexahydropyrimidine )-3-pyridyl)pyrido[2J- 
d]pyrimidine; 

4-amino-5-(4,4-difluorocycIohxeyl)-7-(6-(I,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 
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4-amino-5-(3-bromophenyl)-7-(6-(S)-2-ethoxyethoxypyrToIidinyI)0-pyridyl)pyrido[2.3- 
djpyrimidine; 

4-amino-5-(3-bromophenyI)-7-(6-(R)-2-ethoxyethoxypyiTolidinyI)-3- 
pyridyl)pyrido[2 ; 3-d]pyrimidinc; 

4-amino-5K3-bromophcnyl)-7-(6-(cisO,4-dihydroxypyrolidinyl>3-pyridyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-((3aR,6aS)-2-oxo-tetrahydm-3aH-[l,3]dioxolo[4,5- 

c] pyrrol-5-yl)-3-pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromopheny])-7-(6-(cis-2 ? 3-dihydroxypyrrolidinyl)-3- } 
pyridazinyll)pyrido[2 ? 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(S } R-2-hydroxymethyl-4-hydroxypyrrolidiny])-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(R-2-hydroxymethyl-4-pyrroIidinyl)-3- 
pyridazinyl])pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-((lS > 4S)-2-oxa-5-azabicyclo[22J]heptan-5-yl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyI)-7-(6-(2-imidizolidone-l-yl)-3-pyridyl)pyrido[2 ) 3- 
djpyrimidine; 

4-amino-5-(l J-dimethylO-butenyl)-7-(6-morpholinyl-3-pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(2,4-dioxo-(lH.3H)-quinazoIinO-yl>3- 

pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-carboxamide-3-pyrida2inyi))pyrido[2,3Ki]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-morpholin^^ 

djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-methoxy-3-pyrida^^^ 
4-amino-5-(3-bromophenyl)-7-(6-N,NHiieth^ 

d] pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-ethoxymethylpiperidinyl)^-pyrida2inyll)pyrido[2,3- 
d]pyrimidine; 
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4-arnino-5-(3-bromophenyl)-7-(6-(4-(4-tetrahw 
pyridazinyll)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-ethoxyethoxymethylpiperidinyl)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine; 
5 4~amino-5-(3-bromophenyI)-7-(6-N-methyl-N-l ,3-dioxalanemelhyIamino )-3- 
pyridazLnyll)pyrido[2,3-d]pyrimidine; 
1 5 4-amino-5-{3-bromophcriyl)-7-(6-( 1 ,4-dioxaspiro[4.5]decanyl-8-oxy)-3- 

pyridazinyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-dihydroxymethyImethoxy-3-pyridazinyll)pyrido[2,3- 
10 djpyrimidine; - 
4-amino-5-(3-bromophenyl)-7-(6-(3-pyridyloxy)-3-p^ 
4-amino-5-(3-bramophenyl)-7-(6-(4J-epoxy-7-methyl-233AA5,6J r 7a-octahydro-lH- 
isoindolyl)-3-pyridazinyl)pyrido[2,3-d]pyrimidine; 
25 4-amino-5-(3-bromophenyl>7<6-(4-N-ethyl-N-methoxyethyI)-3-pyridazinyil)pyrido[2,3- 
1 5 d]pyrirnidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-N-methyl-N-methoxyethyl)-3- 
pyrida2inyll)pyrido[2,3-cJ]pyrimidine; 

4-aminp-5-(3-bTomophenyl)-7-(6-(3,4-dimethoxyrnethoxypyiToIidinyl)-3- 
pyridazinyIl)pyrido[2,3-d]pyrimidine; 
20 4-araino-5-(3-broTnophenyl)-7-(6-(hexahydro-lH-furo[3 ? 4-c]pyiTol-5-yl)-3- 
pyridazinyl)pyrido[2 ; 3-d]pyrimidine; 
4-amino-5-(3-bromopheny l)-7-(6-(hexahydro- 1 H-tiiro[3 ,4-c]pyrroi-5-yl)-3- 
pyridyl)pyrido[2,3-d)pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(trans-3-hydroxy-4-methylpyrrolidinyl)-3- 

40 

25 pyridazinyll)pyrido[2,3-d]pyrimidine; 

4-aminoo-(3-bromophenyl)-7-(6-(trans-3-hydroxy-4-rnethylpyrroiidinyl>3- 
pyridyl)pyrido[2,3-d]pyrimidine; 
45 4-amino-5-(3-bromophenyl)-7-(6-(cis-3-hydroxy-4-methylpyrroiidinyl)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine; 



30 
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4-amino-5-(3-bromophenyl)-7-(6Hcis-3-hydroxy-4-meihyipyrrolidinyl)-3- 
pyridy])pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(trans-3-cyano-4-hydroxylpynx>lidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromopheny])-7-(6-(3-hydroxy-4-tert-butylcarboxaraidepyrTo!idmyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-ammo-5-(3-bromophenyl)-7<6-(S-2-(4-tetrahydxopyranyloxy)methylpyrroIidinyl)-3- 
pyridazinyll)pyrido[23-d]pyriniidine; 

4-amino-5-(3-bromophenyl)-7-(6^3^4-tetrahydropyranyloxy)iminopyrrolidinyI)-3- 

pyrida2inyll)pyrido[2,3-d|pyrimidine; Z 

4-amino-5^3-bromophcnyl)-7-(2-morpho]inyl-5-thiazoyl)pyrido[2,3-d]pyrimidine; 

4-amino-5^3-bromophenyl)-7-(5"bromo-2-thienyl)pyrido[2.3-d]pyrimidine; 

4-amino-5<3-bromophenyl)-7-(2 ) 5-dimethyl-3-thienyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(5-chloro-2-thienyl)pyrido[23-d]pyrimidine; 

4-amino-5-(3-bromophenyl)>7-(2,4-dimethyl-5-thiazoyl)pyrido[2,3-d]pyrimidine; 

4-amino-5<3-bromophenyI)-7-(5-rnethyl-2-thienyl)pyrido[2 1 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-furanyI)pyrido[2,3-d]pyriinidine; 

4-amino-5-(3-bromophcnyl)-7-(2-(l,4-dioxa-8-azaspiro[4.5]decari-8-yl)-5- 

thiazoyl)pyrido[2,3-d]pyrimidine; 

4-aniino-5-(3-bromophenyl)-7-(3-thienyl)pyrido[2,3-d]pyrimidine: 

4-amino-5-(3-bromopheny!)-7-(3-methyl-2-thienyl)pyrido[2 ? 3-d]pyrimidine; 

4-amino-5-(3-bromophenyi)-7-(2-morpholinyl-4-thiazoyl)pyrido[2 ? 3-d]pyrimidine; 

4-amino-5H'3-bromophenyl)-7-(2-morpholinyl-4-trifluoromethy-5-thiazoyl)pyrido[2,3- 

djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(5-morpholinyl-24hienyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7>(4-methy]-2-morpholinyI-5-thiazoyl)pyrido[2,3- 

d]pyrimidine; 

4-aniino-5-(3-bromophenyl)-7-(2,5^ichloro-3-thienyl)pyridor2J-d]pyrimidinc; 
4-amino-5-(3-bromophenyl)-7-(2,5-dimethylO-furanyl)pyrido[23-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7<N-methyl-2-pyrro]yl)pyrido[2,3-d]pyrimidine; 
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4-amino-5-(3-bromophenyl)-7-(2-N,N^imethylamino-5-thiazoyl)pyrido[2.3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-morpholinyU5-thia2oyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(2-(4,4-dioxy^^^ 
5 djpyrimidine; 

4-amino-5-(3-broraophenyl)-7-(2-(l ,l-dioxidothiomorpholinyI)-5-thiazoyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-morpholinyl-5-oxazoIyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(2-N-memyl-N-^^ 
10 djpyrimidine; ( 

4-amino-5-(3-bromophenyi)-7-(2-N-meihyl-N-ethylamino-5-thiazoyl)pyrido[2,3^ 
djpyrimidine: 

4-amino-5-(3-bromophenyl)-7-(2-N-py^ 

4-amino-5<3-bromophenyl)-7-(2-N-methyl-N-propylamino-5-tmazoyI)pyrido[2,3- 
15 djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-N^-d^ 

4-amino-5-(3-bromophenyl)-7-(2-G^-methypipera2inyl)o-thiazoyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophcnyl)-7-(2-(N-(2-pyri 
20 djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-N-methy-N-(2-pyridylemylV54hia2oyl)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(2-(4^xopipe^ 
4-amino-5-(3-bromophenyl)-7-(2-(4^N-moipholiny0iminopiperazinyl)-5- 
25 thiazoyl)pyrido[2,3-dJpyrimidine; 

4-amino-5-(3-bromophenyl>7-(6-N-morpholine-3-pyridinesulfonamide)pyrido[2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyI)-7-(2-(4"Oxopiperidinyl)-5-pyrimidyl)pyrido[2 J 3- 
djpyrimidine; 
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4-amino-5-(3-bromopheny!)-7-(2-(4 ; 4-dioxe 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(5-(K4-dioxa-8-azaspiro[4.5]decan-8-yI)-2- 
pyrazinyl)pyrido[2 J -djpyrimidine; 
5 4-amino-5-(3-bromophenyl>7-(5-{4-ox 

4-amino-5-(3-bromophenyl>7-(6-N-cyc!opropyI-3-pyridinesulfonamide)pyrido[2,3- 
/5 djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(N-1.4-dioxa-8-a2aspiro[4.5]decan-8-yl)-3- 
pyridylsuIfonamide)pyrido[2,3-d]pyrimidine; V 
1 0 4-amino-5-(3-bromophenyl)-7-(2-(4-(4-tetrahydropyranyloxy )iminopiperidinyI )-5- 
pyrazinyl)pyrido[2,3-d]pyrimidine; 
4-ainino-5-(3-bromophenyl)-7-(6-(4-(phenyimethoxy)iminopiperidinyl)-3- 
pyridyl)pyrido[2 ,3 -d]pyrimidine; 
25 4-amino-5-(3-bromophenyl)-7-(6-(4-(terl-butyloxy)iminopiperidinyl)-3- 
15 pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(cyclohexyloxy)iminopiperidinyi)-3- 
pyridy l)py rido [2 ,3 -djpyrimidine; 

30 

4-ammo-5-(3-bromophenyl)-7-(6-(4-hydroxyiminopiperidinyl)-3-pyridyl)pyrido[2,3- 
d]pyrimidine; 

20 4-amino-5-(3-bromophenyl)-7-(6-(4-(4-tetrahydropyranyloxy)iminopiperidinyl)-3- 
35 pyridyl)pyrido [2. 3 -djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-methoxyethoxyiminopipcridinyl)-3- 
pyridy l)pyrido [2 ,3-d]pyrimidtne; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(2-thenyimethoxy)iminopipcridinyl)-3- 

40 

25 pyridyl)pyrido[2,3-d]pyrimidine; 

4-ammo-5-(3-bromophenyI)-7-(6-(4-(4 T -(5 y H-2-oxyruranyl)-4-hydroxy)piperidin 
pyridyl)pyrido[2,3-d]pyTimidine; 

45 4-amino-5-(3-bromophenyl)-7-(6-(4-(l-(4-tetrahydropyranyloxy)iminoethyl))-4- 
hydroxypiperidinyl)-3-pyridazinyll)pyrido[2J-d]pyrimidine; 



50 



-395- 



55 



WO 00/23444 



PCT/US99/24901 



4-amino-5-(3-bromophenyl)-7-(6-(4-(4'-acetyl-4 , -hydroxypiperidinyl)-3- 
pyridazinyll)pyrido[2 T 3-d]pyrimidine; 

4-aminoo-(3-bromophenyl)-7-(6-(4-(l-(isopropylcaboxymethoxy)iminoethyl))-4- 

hydroxypiperidinyl>3-pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4^1-(ethylcaboxymethox7)iminoethyl))-4- 

hydroxypiperidinyl)-3-pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(l-(methylcaboxymethoxy)iminoethyl))-4- 

hydroxypiperidinyl)-3-pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5^3-bromophenyI)-7^6-(4-(t-(2-tetrahydrop>Tan>ioxy)iminoethyl))-4- :' 
hydroxypiperidinyO^'pyridyOpyridoP^-dJpyrimidine; ■* r 
4ramino-5-(3-bromophenyI)-7-(6-(4"(l-(alIyloxy)iminoethyl))-4-hydroxypiperidin^^ 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(l-(ethoxy)iminoethyl))-4-hydroxypiperidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-<l-(methoxy)iminoethyl))*4-hydroxypiperidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(6-(4-(l -(hydroxy^ 
pyridyl)pyrido[2.3-d]pyrimidine; 

4-amino-5*(3>bromophenyl)-7-(6-(4-(2-tetrahydropyrany)oxy)iminopiperidinyI)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 
4-amino-5-(3-bromophenyl)-7-(6-(4-(isopropylc^ 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-hydrox>^l-(4-tetrahydropyranyloxy)iminoe 
4-hydroxypiperidinyl)-3-pyridyl)pyrido[2,3-dlpyrimidine; 
4-amino-5-(3-bromophenyl)-7-(6-(4-(3-butyrolactone)-4-hydroxypiperidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(2-butyroIactone)-4-hydroxypiperidinyl)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-acetyl-4-hydroxypiperidinyI)-3-pyridyl)pyrido[2,3- 
d]pyrimidine; 
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4-amino-5-(3-bromophenyl)-7-(6-(3-hydroxyazetidinyl)o-pyridyl)pyrido[2 ! 3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(( 1 R,5S)-3-hydroxy-8-azabicycio(3.2. 1 ]octan-8-yl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyi>7-(6<cis-2^-dihydroxypiperidinyI)-3-pyridyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-<3-bromophenyI)-7-(6-(N-methyl-N-(3-pyridylmethyl)amino)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidirie; 

4-amino-5-(3-bromopheny l)-7-<6-( 1 ,2,3 ,6-telrahydrop yridyl)-3-pyridy l)pyrido[2,3-i 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(N^ , methoxyphenylcarbamoyi)piperidinyl)-3- 
pyrida2inyIl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-{6-(4-(2-butyTolactone)-4-hydroxypiperidinyI)-3- 

pyridyl)pyrido(Z3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(trans-3,4- bis(N-4'- 

methoxyphenyIcarbajiioyl)pyn-olidinyl)-3-pyridyl)pyrido[2,3^]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-((lS ? 5R)0-hydroxy-8-a2abicyclo[3.2.1)ociaii-8-yl)-3- 

pyridyl)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-brornophenyl)-7-( 6-(S ; S-trans-3,4-dihydroxypyrrolidinyl)-3- 
pyridyl)pyrido[2 ? 3-d]pyrimidine; 

4-ammo-5-(3-bromopheny])-7-( 6-{R,R-trans-3 ? 4-dihydroxypyiTolidinyl)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophcnyl)-7-( 6-(R,R«trajis-3 ; 4-dihydroxypyrrolidinyl)-3- 
pyridyOpyridop^-dlpyrimidinc; 

4-amino-5-(3-bromophenyl)-7-(6-(4-oxo-l -phenyl- 1 J,8-lriazaspiro[4.5]decan-8-yl>-3- 

pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl>7-<6-(i-oxa-4-oxo-4-^ 

pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophcnyl)-7^6-(l-oxa-4 ? 4-dioxto^ 

pyridy])pyridot2,3-d]pyrimidine; 
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4-amino-5 -(3 -bromophenyi)-7-(6-(4-oxo-l -phenyl- 1 .3.8-triazaspiro[4.5]dec-2-en-8-yl)-3- 
pyridyl)pyrido[2.3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(2-keto-l-ben2imidazo]inyl)pipcridinyl)-3- 
pyridazinyll)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl>7-(6-(4-oxothiomorpholinyI>3-pyridyl)pyrido[2,3- 
d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-(2-keto-l-benzimida2oIinyl)piperidinyl)-3- 
pyridyl)pyrido[2 7 3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(N-methyl-N-(2-pyridylethyl)amino)-3- 
pyridyl)pyrido[2,3-<i]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(>I-methyi-N--(4-pyridylethyl)aiTiino)-3- 
pyridyOpyridop^-dlpyrimidine; 

4-arnino-5-(3-bromophenyl)-7-(6-N-(3-pyridylmethyl)amino-3-pyridyi)pyridot2,3- 
djpyrimidine; 

4-amino-5-(3-bromophenyl>7-(6-(2-hydix)xymethyIpiperidinyl)-3-pyridyl)pyrido[2,3- 
d]pyrimidine; 

4-amirio-5-(3-bromophenyl)-7-(6-(l-oxa-4-thia-8-a2aspiro[4.5]decan-8-yl)-3- 
pyridyl)p>Tido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl>7-(6-(4-hydroxy-4-(4-bromophenyl)piperidinyl)-3- 

pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-N-(2-p^^^ 

d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-N-(2-hydroxyethyloxyethyl)piperazinyI)o- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4,4-diacetoxyethylthio)piperidinyl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl>7-(6-(N-methy-N-(3-pyridyImethyl)amino)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(4-pyrrolidinylpiperidinyl)-3-pyndyl)pyrido[2,3- 
d]pyrimidinc; 
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4-amina-5-(3-bromophenyl)-7-(6-(2-(lH-imidazol-4-yl)ethylamino)-3- 
pyridazinyI)pyrido[2.3-d]pyrimidine; 

4-amino-5<3-bromophenyl)-7<6-(4-N<yanomethylpipera2inyI)0-pyridyl)pyrido[2,3- 
djpyrimidine; 

5 4-amino-5-(3-bromophenyl)-7-(6-(3-hydroxypyrroldinyl)-3-pyridyl)pyrido[2,3- 
djpyrimidine; 

15 4-amino-5-(3-bromophenyl)-7-(6-(4-methylpiperidiny!)-3-pyTidyl)pyrido[2,3- 
d]pyrimtdine; 

4-amino-5-(3-bromophcnyl)-7-(6-(cis-3,5-dimemyImoip^^ 
1 0 d]pyrimidine; % 
4-amino-5-(3-bromophenyl)-7-(6-(4 > 4-difluoropipridinyl)-3-pyridyl)pyrido[23 
djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-( 1 , 1 -dioxidoythiornorphoIiny])-3- 
25 pyridazinyl)pyrido[2,3-d]pyrimidine; 

15 4-amino-5K3-bromophenyl>7-(6-thiazoH^ 

4-ammo-5-(3-bromophenyl)-7-(6-( 1,1 -dioxidoythiazolidin-3-yl>3-pyridyl)pyrido[2,3- 
d]pyrimidine; 

30 

4-amino-5-(3-bromophenyl)-7-(6-thiomorpholinyl-3-pyridazinyll)pyrido[2,3- 
djpyrimidine; 

20 4-amino-5-(3-bromopheny1)-7-(6-(2,5-dihydropyrroiyJ)-3-pyridyl)pyrido[2,3- 
35 djpyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-(l,3-dioxa-8-a7aspiro[4.5]decan-8-yl)-3- 
pyridyl)pyrido[2,3-d]pyrimidine; 

4-amino-5^3-bromophenyl)-7-(6-hydroxy-3-pyridazinyll)pyrido[2,3-d]pynmidine; 

40 

25 amino-5-(2,3-dichlorophenyl)-7-(6-(l ,4-dioxa-8-azaspiro[4.5]decan-8-yl)-3- 
pyridyl)pyrido [2.3 -djpyrimidine; 
4-amino-5-isopropyI-7-(6-(l,4-dioxa-8-aza^ 
45 d]pyrimidine; 

4-amino-5-(3-bromophenyl)-7-(6-piperidinyl-3-pyridyl)pyrido[2,3-d]pyrimidine; 
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4-amino-5-(3-bromophenyl)-7-(6-(3-(4-tetrahydro^ 
pyridyl)pyrido[2,3-d]pyrimidine; and 

4-amino-5-{2-trifluorophenylphenyl)-7-(6-morpholinylO-pyridyl)pyrido[2,3- 
djpyrimidine. 

1 5. A pharmaceutical composition comprising a compound according to Claim 10 and 
a pharmaceutically acceptable carrier. 

1 6. A compound of formula III 




HI, 



wherein X is selected from the group consisting of hydroxy and halogen; 

R 3 is selected from the group consisting of alkenyl, alkyl, alkynyl, aryl, arylalkyl, 
cycloalkyl, cycloalkylalkyl, heterocycle, heterocycleaikyl, heterocyclealkylcarbonyl, 
(NZ,Z 2 )alkyl, and -R A R B ; 

Z, and Z 2 are each independently selected from the group consisting of hydrogen, 
alkoxycarbonyl, alkyl, alkylcarbonyl, benzyl, benzyloxycarbonyl, and formyl; 

R A is selected from the group consisting of aryl and arylalkyl; 

R B is selected from aryl, arylalkoxy, arylalkyl, aryloxy, heterocycle, and 
heterocycleaikyl; 

R 4 is selected from the group consisting of alkenyl, alkoxyalkynyl. alkyl, alkynyl, 
cycloalkyl, aryl, arylalkyl, heterocycle, heterocycleaikyl, and -R C R°R E ; 

R c is selected from the group consiting of aryl, arylalkyl, heterocycle, and 
heterocycleaikyl; 

R D is selected from the group consisting of aryl, arylalkoxy, arylalkoxyimino, 
arylalkyl, aryloxy, heterocycle, heterocyclealkoxy, heterocydealkyL heterocyclecarbonyl, 
heterocycleimino, heterocycleoxy, heterocycleoxyalkyl, hetcrocycleoxyimino, 
heterocycleoxyiminoalkyl, and heterocyclesulfonyl; and 
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R E is absent or selected from aryl, arylalkoxy, arylalkoxyimino, arylalkyl, aryloxy, 
heterocycle, heterocylealkoxy, heterocyclealkyl, helerocyclecarbonyl, heterocycle imino, 
heterocycleoxy, heterocycleoxyalkyl, heterocycleoxy imino. heterocycleoxyiminoalkyl, 
and heterocyclesulfonyl; and a dashed line — indicates that a double bond is optionally 
present provided that proper valencies are maintained. 

17. A compound according to claim 1 5 wherein said compound is an intermediate in a 
process to produce a compound according to claim 10. 

18. A process for the preparation of an adenosine kinase inhibiting compound of 
formula I 



wherein: 

R 1 and R 2 are hydrogen; 

R 3 is selected from the group consisting of alkenyU alkyl, alkynyl, aryl, arylalkyl, 
cycloalkyl. cycloalkylalkyl. heterocycle, heterocyclealkyl, hcterocyciealkylcarbonyl, 
(NZ.ZJalkyl, and -R A R B ; 

Z, and Z 2 are each independently selected from the group consisting of hydrogen, 
alkoxycarbonyl, alkyl, aikylcarbonyl, benzyl, benzyloxycarbonyL and formyl; 

R A is selected from the group consisting aryl and arylalkyl; 

R B is selected from aryl, arylalkoxy, arylalkyl, aryloxy, heterocycle, and 
heterocyclealkyl; 

R 4 is selected from the group consisting of alkenyl, alkoxyalkynyl, alkyl, alkynyl, 
cycloalkyl, aryl, arylalkyl, heterocycle, heterocyclealkyl, and -R C R D R E ; 

R c is selected from aryl, arylalkyl, heterocycle, and heterocyclealkyl; 




50 



-401- 



55 



WO 00/23444 



PCT/US99/24901 



R° is selected from aryl. arylalkoxy, arylalkoxyimino, arylalkyl, aryloxy, 
heterocyclc, heterocyclealkoxy. heterocyclealkyl, heterocyclecarbonyl, hcterocycleimino, 
heterocycleoxy, heterocycleoxy alky 1, heterocycleoxy imino, heterocycleoxyiminoatkyl, 
and heterocyclesulfonyl; and 

R E is absent or selected from aryl, arylalkoxy, arylalkoxyimino, arylalkyl, aryloxy, 
heterocycle, hetcrocylcalkoxy, heterocyclcalkyl, heterocyclecarbonyl, heterocycleimino. 
heterocycleoxy, heterocyclcoxyalkyl, heterocycleoxy imino, heterocycleoxyiminoalkyl, 
and heterocyclesulfonyl; and 

a dashed line — indicates that a double bond is optionally present provided that 
proper valencies are maintained; C 
the method comprising: 

(a) reacting a ketone having the formula R 4 -CO-CH 3 , wherein R 1 is as defined above, with 
an aldehyde having the formula R 3 -CHO, wherein R 3 is as defined above and 
malononitrile in the presence of an ammonium salt under anhydrous conditions and 
isolating a first intermediate compound having the structure 



(b) reacting the first intermediate compound with formamide at reflux for from about l to 
about 8 hours, and isolating the compound of formula l which has a double bond between 
the 5,6 carbons and a double bond between the 7 carbon and the 8 nitrogen and then, 

(c) optionally reducing the compound from step (b) to form a partially reduced or fully 
reduced right side of formula I by catalytic hydrogenation. 
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1 9. A process for the preparation of an adenosine kinase inhibiting compound having 
the formula 

,N N 7 R 

(IX 

wherein: 

R 1 and R 2 are hydrogen; V 

R 3 is selected from the group consisting of alkenyl, alkyl, alkynyl, aryl, arylalkyl. 
cycloalkyi, cycloalkylalkyl, heterocycle, heterocyclealkyl, heterocyclealkylcarbonyl, 
(NZ,Z 2 )alkyl, and -R A R B ; 

Z, and Z? are each independently selected from the group consisting of hydrogen, 
alkoxycarbonyl, alkyl, alkylcarbonyl, benzyl, benzyloxycarbonyl, and formyl; 

R A is selected from the group consisting of aryl and arylalkyl; 

R B is selected from aryl, arylalkoxy, arylalkyl, aryioxy, heterocycle, and 
heterocyclealkyl; 

R 4 is selected from the group consisting of alkenyl, alkoxyalkynyl, alkyl, alkynyl, 
cycloalkyi, aryl, arylalkyl, heterocycle, heterocyclealkyl, and -R C R D R E ; 

R c is selected from aryl, arylalkyl, heterocycle, and heterocyclealkyl; 

R D is selected from aryl, arylalkoxy, arylalkoxyimino, arylalkyl, aryioxy, 
heterocycle, heterocyclealkoxy, heterocyclealkyl, heterocyclecarbonyl, hetcrocycleimino, 
heterocycieoxy, heterocycleoxyalkyl, heterocycleoxyimino, heterocycleoxyiminoalkyl, 
and heterocyclesulfonyl; and 

R E is absent or selected from aryl, arylalkoxy, arylalkoxyimino, arylalkyl, aryioxy, 
heterocycle, heterocylealkoxy, heterocyclealkyl, heterocyclecarbonyl, heterocycleiraino, 
heterocycieoxy, heterocycleoxyalkyl, heterocycleoxyimino, heterocycleoxyiminoalkyl, 
and heterocyclesulfonyl; and 

a dashed line — indicates that a double bond is optionally present provided that 
proper valencies are maintained; 
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the method comprising 

(a) reacting a ketone having the formula R 4 C(0)CH 3r wherein R 4 is as defined above, with 
an dicyanoalkene compound having the formula R J CH=C(CN) 2 , wherein R 3 is as defined 
above by heating at reflux and isolating a first intermediate compound having the structure 



(b) reacting the first intermediate compound with formamide at reflux for from about 1 to 
about 8 hours, and isolating the compound of formula I which has a double bond between 
the 5 and 6 carbons and a double bond between the 7 carbon and the 8 nitrogen and 

(c) optionally reducing the compound from step (b) to form a partially reduced or fully 
reduced right side of formula I by catalytic hydrogenation. 
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